Friday 

July  6.  1979 


Part  VII 

Department  of 
Health,  Education, 
and  Welfare 


Food  and  Drug  Administration 

Prescription  Drug  Products;  Patient 
Labeling  Requirements 


40016 


Federal  Register  /  Vol.  44,  No.  131  /  Friday,  July  6.  1979  /  Proposed  Rules 


DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 

[21  CFR  Part  203] 

[Docket  No.  79N-01861 

Prescription  Drug  Products;  Patient 
Labeling  Requirements 

agency:  Food  and  Drug  Administration. 
action:  Proposed  Rule. 

summary:  The  agency  is  proposing 
regulations  that  would  require  most 
prescription  drug  products  for  human 
use  to  be  dispensed  with  labeling 
written  in  nontechnical  language  that  is 
directed  to  the  patient.  The  labeling 
would  inform  the  patient  about  the  drug 
product.  The  agency  is  taking  this  action 
to  promote  the  safe  and  effective  use  of 
prescription  drug  products  by  patients 
and  to  ensure  that  patients  have  the 
opportunity  to  be  informed  of  the 
benefits  and  risks  involved  in  the  use  of 
prescription  drug  products. 
date:  Comments  by  October  4, 1979. 
ADDRESS:  Written  comments  to  the 
Hearing  Clerk  (HFA-305).  Food  and 
Drug  Administration,  Rm.  4-65,  5600 
Fishers  Lane,  Rockville,  MD  20857. 

FOR  FURTHER  INFORMATION  CONTACT: 
Michael  C.  McGrane,  Bureau  of  Drugs 
(HFD-30),  Food  and  Drug 
Administration,  Department  of  Health, 
Education,  and  Welfare,  5600  Fishers 
Lane,  Rockville,  MD  20857,  301-443- 
5220. 

SUPPLEMENTARY  INFORMATION:  The 

Food  and  Drug  Administration  (FDA)  is 
proposing  regulations  that  would  require 
manufacturers  to  distribute  labeling  to 
patients  for  most  prescription  drug 
products  for  human  use,  including 
biological  products  licensed  under  the 
Public  Health  Service  Act  of  1944  (42 
U.S.C.  262).  The  regulations  would 
require  dispensers  of  prescription  drug 
products  to  provide  the  labeling  to 
patients  when  the  products  are 
dispensed.  This  action  is  being  taken 
because  FDA  believes  that  prescription 
drug  labeling  that  is  .directed  to  patients 
will  promote  the  safe  and  effective  use 
of  prescription  drug  products  and  that 
patients  have  a  right  to  know  about  the 
benefits,  risks,  and  directions  for  use  of 
the  products. 

Public  Hearing 

Approximately  60  days  after  the  date 
of  publication  of  this  proposal,  a  public 
hearing  will  be  held  to  receive  data, 
information,  and  views  from  interested 


persons  on  the  proposed  patient  labeling 
regulations.  The  hearing  will  be  held 
under  Part  15  (21  CFR  Part  15)  of  FDA's 
administrative  practices  and  procedures 
regulations.  A  notice  stating  the  date, 
time,  and  place  for  the  hearing  and 
explaining  how  a  person  may 
participate  in  the  hearing  will  appear  in 
a  future  issue  of  the  Federal  Register. 

FDA’s  Authority  to  Require  Patient 
labeling  for  Prescription  Drug  Products 

The  Federal  Food,  Drug,  and  Cosmetic 
Act  (the  act)  (21  U.S.C.  301  et  seq.) 
requires  FDA  to  assure  that  marketed 
drug  products  are  safe  and  effective  for 
their  intended  use  and  are  properly 
labeled.  To  fulfill  that  responsibility,  the 
agency  (1)  monitors  drug  manufacturers 
and  distributors  to  ensure  that  drug 
products  are  manufactured  and 
distributed  under  conditions  that  assure 
their  identity,  strength,  quality,  and 
purity,  (2)  approves  new  drugs  for 
marketing  only  if  they  have  been  shown 
to  be  safe  and  effective,  and  (3) 
monitors  drug  labeling  and  prescription 
drug  advertising  to  ensure  that  they 
provide  accurate  information  about  drug 
products. 

A  major  part  of  FDA's  efforts  to 
assure  the  safe  and  effective  use  of  drug 
products  involves  FDA's  monitoring  of 
drug  labeling.  Under  section  502(a)  of 
the  act  (21  U.S.C.  352(a)),  a  drug  product 
is  misbranded  and,  accordingly,  subject 
to  the  sanctions  provided  in  the  act  for 
violative  products,  if  the  product's 
labeling  is  false  or  misleading  in  any 
particular.  In  addition,  under  section 
505(d)  and  (e)  of  the  act  (21  U.S.C.  355(d) 
and  (e)),  FDA  must  refuse  to  approve  a 
new  drug  application  (NDA)  (approval 
of  which  permits  a  new  drug  to  be 
marketed)  or  withdraw  approval  of  an 
approved  NDA,  if  the  labeling  for  the 
drug  is  false  or  misleading  in  any 
particular.  Section  201  (n)  of  the  act  (21 
U.S.C.  321(n))  explicitly  provides  that  a 
drug  product's  labeling  is  misleading  if  it 
fails  to  reveal  facts  that  are  material  in 
light  of  representations  made  in  the 
labeling  or  material  with  respect  to 
consequences  that  may  result  from  the 
use  of  the  product  under  the  conditions 
of  use  prescribed  in  its  labeling  or  under 
customary  or  usual  conditions  of  use. 
Thus,  the  statute  clearly  authorizes  FDA 
to  take  remedial  action  against  a  drug 
product  whose  labeling  is  false  or 
misleading  in  any  particular  and  to 
compel  disclosure  of  information  that  is 
material  with  respect  to  consequences 
that  result  from  the  use  of  the  drug 
product  under  its  labeled  conditions,  as 
well  as  conditions  that  are  customary  or 
usual. 


Based  upon  that  authority,  the  agency 
proposes  to  require  manufacturers  of 
prescription  drug  products  to  disclose 
information  about  their  products  in  the 
form  of  patient  labeling.  Just  as 
scientific  standards  for  evaluating  a 
drug  product's  safety  and  effectiveness 
and  manufacturing  practices  have 
evolved  since  the  enactment  of  the  act 
in  1938,  standards  for  appropriate 
labeling  for  drug  products  must  also 
change  as  data  are  compiled  about  the 
effects  of  labeling  on  patients'  safe  and 
effective  use  of  drug  products  and  as 
patients  demand  more  information 
about  the  use  and  effects  of  prescription 
drug  products. 

Significant  changes  have  been  made 
in  the  labeling  requirements  for 
prescription  drug  products  during  the 
last  41  years.  Section  502(f)(1)  of  the  act 
(21  U.S.C.  352(f)(1)),  enacted  in  1938, 
requires  the  labeling  of  a  drug  product  to 
bear  adequate  directions  for  its  use. 

That  requirement  has  been  applied 
traditionally  to  over-the-counter  (OTC) 
drug  products.  Section  201.5  of  FDA’s 
general  labeling  regulations  (21  CFR 
201.5)  defines  “adequate  directions  for 
use”  as  directions  under  which  lay 
persons  (that  is,  patients)  can  use  drug 
product  safely  and  for  the  purposes  for 
which  it  is  intended.  The  agency 
assumed  that  use  information  and 
warnings  were  not  necessary  in  the 
labeling  of  prescription  drug  products 
because  physicians'  training  and 
experience  made  them  aware  of  the 
indications,  proper  dosages,  hazards, 
contraindications,  side  effects,  and 
precautions  under  which  prescription 
drug  products  could  be  safely  used. 
Accordingly,  prescription  drug  products 
were  sold  and  distributed  to 
pharmacists  and  physicians  with 
labeling  that  contained  little  information 
beyond  the  product's  name  and  a 
statement  that  it  was  a  prescription 
drug.  Prescription  drug  products  were 
dispensed  to  patients  with  labeling 
consisting  only  of  the  name  and  place  of 
business  of  the  dispenser,  the  serial 
number  and  date  of  the  prescription,  and 
the  name  of  the  prescriber.  (The  Federal 
Food,  Drug,  and  Cosmetic  Act  of  1938,  c. 
675,  section  503,  52  Stat.  1051  (1938) 
(current  version  at  21  U.S.C.  353).) 

During  and  after  World  War  II, 
however,  drug  research  expanded 
significantly,  and  many  new  drug 
products  appeared  on  the  market  each 
year.  It  became  obvious  to  FDA  that 
physicians  had  neither  the  time  nor  the 
facilities  to  investigate  carefully  each 
product  to  determine  its  proper  uses. 
Although  an  informational  brochure  was 
required  to  be  submitted  to  the  agency 
as  part  of  NDA  before  a  new  drug  could 
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be  approved  for  marketing, 
manufacturers  often  failed  to  distribute 
these  brochures  to  physicians.  In  some 
cases  the  manufacturers  did  not  even 
print  the  brochures  for  distribution.  In 
addition,  promotional  material 
commonly  available  for  a  prescription 
drug  product  often  failed  to  include 
essential  information  about  its  proper 
use. 

In  1951  Congress  clarified  labeling 
requirements  for  prescription  drug 
products  dispensed  to  patients  by 
requiring  their  labels  to  bear  the  name 
and  address  of  the  dispenser,  the  serial 
number  and  date  of  the  prescription  or 
of  its  filing,  the  name  of  the  prescriber 
and,  if  stated  in  the  prescription,  the 
name  of  the  patient,  and  any  directions 
for  use  and  cautionary  statements 
contained  in  the  prescription  (21  U.S.C. 
353(b)(2]).  These  statutory  changes 
primarily  codified  existing  practice  and, 
therefore,  did  not  significantly  affect  the 
labeling  that  patients  received  when 
prescription  drug  products  were 
dispensed.  The  new  provisions  were  not 
intended  to  affect,  nor  did  they  affect, 
the  labeling  requirements  for 
prescription  drug  products  before 
dispensing. 

These  conditions  led  FDA  to  require 
in  the  Federal  Register  of  December  9, 

1960  (25  FR  12592)  that  any  labeling 
making  a  claim  for  a  prescription  drug 
product  bear  “full  disclosure” 
information  for  pharmacists  and 
physicians  (now  codified  in  21  CFR 
201.100(d)).  Full  disclosure  information 
means  adequate  information  for  the  safe 
and  effective  use  of  the  drug  product, 
including  indications,  effects,  dosages, 
routes,  methods,  and  frequency  and 
duration  of  administration  and  any 
relevant  warnings,  hazards, 
contraindications,  side  effects,  and 
precautions.  In  addition,  FDA  required 
in  the  Fedral  Register  of  September  6, 

1961  (26  FR  8389)  that  each  package  of  a 
prescription  drug  product  that  is  shipped 
to  pharmacists  or  physicians  bear 
adequate  information  on  or  within  the 
dispensing  package  (commonly  called  a 
package  insert)  that  fully  discloses  the 
directions  and  warnings  about  the 
proper  use  of  the  drug  product  (now 
codified  in  21  CFR  201.100(c)).  Althoulgh 
these  requirements  affected  the  amount 
and  kind  of  information  about 
prescription  drug  products  that 
manufacturers  and  distributors  provided 
to  pharmacists  and  physicians,  they  did 
not  affect  the  information  required  to  be 
given  to  patients,  which  remained 
minimal. 

Just  as  prescription  drug  labeling  for 
physicians  and  pharmacists  evolved 
from  merely  identifying  a  prescription 


drug  product  to  requiring  that  a  product 
be  accomnpanied  by  “full  disclosure” 
labeling  to  ensure  its  safe  and  effective 
use,  FDA  has  now  determined  that  new 
information  demonstrates  that  for  the 
safe  and  effective  use  of  prescription 
drug  products  more  information  about 
the  products  must  also  be  provided  to 
patients. 

Patient  Labeling  Currently  Required  by 
Regulation 

Since  the  late  1960’s,  FDA  has  on 
several  occasions  required  that  labeling 
written  in  nontechnical  language  be 
provided  directly  to  patients  when 
certain  prescription  durg  products  are 
dispensed.  In  the  Federal  Register  of 
June  18, 1968  (33  FR  8812),  FDA  required 
that  each  isoproterenol  inhalation  drug 
product  dispensed  to  a  patient  bear  a 
two-sentence  warning  on  the  container 
(now  codified  in  21  CFR  201.305).  These 
drug  products  are  self-administered 
when  severe  breathing  difficulty  occurs. 
An  association  was  shown,  however, 
between  repeated  and  excessive  use  of 
the  drug  and  severe  paradoxical 
bronchoconstriction.  In  other  words,  the 
drug  apparently  caused  the  condition  it 
was  intended  to  treat.  Accordingly,  a 
warning,  telling  the  patient  not  to 
exceed  the  prescribed  dose  and  to 
contact  a  physician  immediately  if 
breathing  difficulty  persists,  was  needed 
to  warn  patients  not  to  overuse  the 
product  and  to  tell  them  of  the  proper 
action  to  take  if  the  side  effect  occurred. 

In  the  Federal  Register  of  June  11, 1970 
(35  FR  9001),  FDA  published  a  final 
regulation  requiring  certain  information 
about  the  use  of  oral  contraceptive  drug 
products  to  be  made  available  to 
patients  (now  codified  in  21  CFR 
310.501).  The  requirement  was  based  on 
an  association  between  the  use  of  oral 
contraceptives  and  the  likelihood  of 
blood  clots.  Although  FDA  had 
previously  advised  physicians  of  the 
risk  and  required  the  labeling  directed  to 
them  to  be  revised,  the  agency 
concluded  that  the  information  should 
also  be  provided  directly  to  oral 
contraceptive  users.  Oral  contraceptives 
contain  potent  steroid  hormones  that 
affect  many  organ  systems  and  they  are 
used  for  long  periods  of  time  by  large 
numbers  of  women,  who  for  the  most 
part  are  healthy.  The  use  of  the  drug  is 
largely  a  matter  of  choice,  because  other 
methods  of  contraception  are  available. 
The  regulation  thus  required  that  a  brief 
information  leaflet  stating  that  the  drug 
product  could  cause  side  effects, 
including  potentially  fatal  blood  clots, 
be  provided  directly  to  the  user.  The 
leaflet  emphasized  the  importance  of 
discussing  the  use  of  the  drug  product 


with  the  patient’s  physician  and  stated 
that  a  booklet  containing  more 
information  in  nontechnical  language 
about  the  product’s  effectiveness, 
contraindications,  warnings, 
precautions.and  adverse  reactions  was 
available  form  the  physician.  The 
regulation  required  manufacturers  of 
oral  contraceptives  to  provide  these 
booklets  to  physicians.  The  information 
in  the  booklet  was  based  wholly  on  the 
information  in  the  physician  labeling  for 
the  product. 

In  issuing  patient  labeling 
requirements  (21  CFR  310.515)  in  the 
Federal  Register  of  July  22, 1977  (42  FR 
37636)  for  estrogenic  drug  products, 
which  are  drugs  used  primarily  to  treat 
menopausal  symptoms  in  women,  FDA 
expanded  significantly  the  scope  of  its 
patient  labeling  requirements.  Unlike 
oral  contraceptives,  which  are  normally 
marketed  in  unit-of-use  packages  that 
contain  a  30-day  supply,  estrogenic  drug 
products  are  usually  custom  packaged 
by  the  dispenser  each  time  a 
prescription  is  filled.  The  unit-of-use 
packaging  of  oral  contraceptives 
permitted  manufacturers  to  include  the 
leaflet  in  the  package  so  the  labeling 
was  automatically  dispensed  with  the 
package.  Such  was  not  the  case, 
however,  for  estrogenic  drug  products, 
where  the  labeling  is  not  affixed  directly 
to  the  dispensing  package  by  the 
manufacturer.  Accordingly,  the  patient 
labeling  requirement  for  these  products 
placed  significantly  greater  obligations 
on  the  dispenser  to  assure  that  the 
labeling  is  provided  with  the  product. 

In  the  Federal  Register  of  January  31. 
1978  (43  FR  4212),  FDA  substantially 
revised  the  patient  labeling  regulations 
for  oral  contraceptives  (21  CFR  310.501). 
The  agency  abandoned  the  approach  of 
the  earlier  regulation,  which  required 
only  the  short  leaflet  to  be  dispensed 
with  the  drug  product.  Under  the  revised 
regulation,  more  detailed  information 
was  required  to  be  provided  with  the 
drug  product.  A  summary  was  required 
to  highlight  the  most  important 
information  about  the  use  of  the  drug 
product  and  to  call  the  patient’s 
attention  to  the  more  detailed  patient 
labeling  which  also  was  required  to  be 
dispensed  with  each  package  of  the  drug 
product.  This  more  detailed  information 
is  a  revised  version  of  the  patient 
booklet  formerly  available  from  the 
physician  upon  request.  Direct 
distribution  of  the  more  detailed 
labeling  with  the  drug  product  was 
required  because  a  national  study  of 
oral  contraceptive  users  showed  that 
although  a  majority  of  patients  desired 
more  complete  information  about  the 
product,  most  did  not  receive  the 
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booklet  under  the  former  distribution 
scheme  (Ref.  1). 

FDA  has  also  established  a  patient 
labeling  requirement  for  intrauterine 
devices  (lUD’s)  for  contraception  that 
are  regulated  as  prescription  drug 
products  (21  CFR  310.502)  as  well  as 
those  lUD’s  regulated  as  medical 
devices  (21  CFR  801.427).  This  patient 
labeling  is  intended  to  assist  the  patient 
in  deciding  whether  to  use  an  lUD  for 
contraception  and  includes  information 
on  usage,  contraindications,  warnings, 
adverse  reactions,  precautions,  side 
effects,  and  effectiveness.  The  agency 
has  more  recently,  in  the  Federal 
Register  of  October  13, 1978  (43  FR 
47178),  established  a  patient  labeling 
requirement  for  progestational  drug 
products.  Patient  labeling  requirements 
had  been  established  previously  for 
medroxyprogesterone  acetate  injectable 
for  contraception  (21  CFR  310.501a)  and 
for  diethylstilbestrol  (DES)  for  oral  use 
as  a  postcoital  contraceptive  (21  CFR 
310.501(b)),  both  in  acticipation  of  the 
approval  of  NDA's  for  those  drug  ^ 
products  for  contraception.  No  drug 
products  to  which  these  patient  labeling 
requirements  would  apply,  however, 
have  yet  been  approved  for  marketing. 

Each  of  the  drug  products  for  which 
patient  labeling  is  currently  required  by 
regulations  would  be  exempt  from  these 
proposed  general  patient  labeling 
regulations.  If  final  patient  labeling 
regulations  are  established  for 
prescription  drug  products,  the  agency 
will  amend  the  current  regulations  to 
conform  them  to  the  general 
requirements. 

Several  comments  to  the  agency  have 
noted  that  legislation  introduced  in 
recent  sessions  of  Congress  would 
require  patient  labeling  for  most 
prescription  drug  products  (for  example, 
the  Drug  Regulation  Reform  Act  of  1978 
(HR  11611  and  S  2755,  95th  Cong.  2d. 
Sess.  (1978))).  The  comments  have 
suggested  that  FDA  delay  its  patient 
labeling  program  for  prescription  drug 
products  until  Congress  clearly  provides 
FDA  with  authority  to  issue  these 
requirements.  It  is  the  agency's  view, 
however,  that  that  legislation  merely 
confirms  the  agency's  existing  authority 
to  require  patient  labeling  for 
prescription  drug  products.  The  agency's 
authority  to  require  patient  labeling  for 
prescription  drug  products  has  been 
preliminarily  upheld  in  a  challenge  to 
the  estrogen  patient  labeling  regulation. 
Pharmaceutical  Manufacturers  Ass  'n  v. 
FDA.  Civil  No.  77-291  (D.  Del.  October  5, 
1977)  (order  denying  preliminary 
injunction). 


FDA’s  Patient  Prescription  Drug 
Labeling  Project 

FDA  requirements  for  patient  labeling 
for  prescription  drug  products  have 
centered  on  drug  products  that  present 
significant  risks  to  patients  but  also 
afford  patients  the  ability  to  participate 
with  physicians  in  choosing  whether  to 
use  the  products.  In  these  cases  FDA 
concluded  that  patients  need 
information  upon  which  to  decide 
whether  to  take  or  to  continue  to  use  the 
drug  product.  Following  the 
development  of  the  patient  labeling 
requirement  for  oral  contraceptives  in 
1970,  however,  FDA  began  evaluating 
the  usefulness  of  patient  labeling  for 
prescription  drug  products  generally  and 
studied  ways  to  present  the  information 
to  patients.  Following  the  National  Food 
and  Drug  Advisory  Committee's 
suggestions,  FDA  in  1974  began  a 
patient  prescription  drug  labeling  project 
to  investigate  whether  FDA  patient 
labeling  efforts  should  be  expanded  to 
apply  to  a  variety  of  prescription  drug 
products.  Since  the  project  began,  FDA 
has  (1)  discussed  patient  labeling  issues 
with  interested  and  potentially  affected 
persons,  (2)  reviewed  scientific 
literature  about  patients'  needs  and 
desires  for  patient  labeling,  and  (3) 
conducted  research  projects  to  evaluate 
existing  and  model  patient  labeling 
pieces  and  reviewed  existing  methods 
for  communicating  drug  information  to 
patients. 

Public  Discussions 

Between  September  1974  and  June 
1975,  FDA  officials  met  individually  with 
nine  organizations  representing 
physicians,  pharmacists,  and  the 
pharmaceutical  industry  and  in  July  1975 
met  with  consumer  representatives  to 
discuss  the  general  concept  of  patient 
labeling.  The  minutes  of  each  meeting 
have  been  placed  on  file  in  the  FDA 
Hearing  Clerk's  office. 

The  meetings  identified  the  concerns 
about  patient  labeling  on  the  part  of 
individuals  and  groups  who  would  be 
affected  by  its  establishment.  The  topics 
discussed  included:  the  criteria  for 
choosing  drug  products  for  which 
patient  labeling  should  be  required;  the 
possibility  that  patient  labeling  would 
interfere  in  the  patient/physician 
relationship;  the  problems  patient 
labeling  might  present  to  pharmacists; 
the  consumer  support  for  patient 
labeling;  the  liability  issues  the  labeling 
would  raise;  the  problem  of  writing 
patient  labeling  in  nontechnical 
language;  the  information  that  should  be 
included  in  patient  labeling;  the  need  for 
physician  discretion  to  withhold 


labeling  from  a  patient;  and  the  storage 
and  logistical  problems  the  labeling 
would  create. 

While  these  meetings  were  being  held. 
FDA  was  petitioned  on  March  31, 1975 
by  a  consortium  of  consumer 
organizations  to  require  written  warning 
information  on  labels  of  some 
prescription  drug  products.  The  petition 
was  filed  by  the  Center  for  Law  and 
Social  Policy  on  behalf  of  itself  and 
Consumers  Union,  Consumer  Action  for 
Improved  Food  and  Drugs  (Affiliated 
with  Consumer  Action  Inc.),  the 
National  Organization  for  Women,  the 
Women's  Equity  Action  League,  and  the 
Women's  Legal  Defense  Fund.  A  copy  of 
the  petition  has  been  placed  on  file  in 
the  FDA  Hearing  Clerk's  office. 

The  petitioners  argued  that,  because 
prescription  drugs  are  toxic  or  otherwise 
potentially  harmful  and  cannot  be  used 
safely  without  physician  supervision, 
patients  should  be  told  about  the 
benefits  and  risks  of  prescription  drug 
products,  as  well  as  ways  to  use  them 
properly.  The  petitioners  suggested  that 
patients  do  not  use  prescription  drug 
products  properly  because  physicians 
fail  to  provide  all  the  information 
patients  need,  or  because  patients  do 
not  understand  or  remember  the 
information. 

The  petitioners  asked  FDA  to  require 
special  warning  statements  on  the  labels 
of  certain  drug  products  when  dispensed 
and  to  require  separate  and  detailed 
supplementary  instructions  and 
precautions  to  be  given  to  patients  when 
the  products  are  dispensed.  The 
petitioners  asked  FDA  to  require 
initially  patient  labeling  for  the 
following  drug  products:  (1)  those  that 
pose  dangers  to  pregnant  or  nursing 
women:  (2)  those  that  are  widely  used 
and  can  pose  serious  dangers,  such  as 
hypnotics  and  tranquilizers;  and  (3) 
those  that  have  been  overprescribed  in 
the  past  and  have  serious  side  effects, 
such  as  amphetamines  and 
chloramphenicol. 

A  notice  published  in  the  Federal 
Register  of  November  7, 1975  (40  FR 
52075),  reviewed  briefly  the  consumer 
petition  and  the  opinions  and  views  on 
patient  labeling  that  had  been  obtained 
from  the  professional,  trade,  and 
consumer  groups  who  had  met  with  the 
agency.  The  notice  asked  for  comments 
to  help  formulate  a  policy  on  patient 
labeling  for  prescription  drug  products. 
The  notice  specifically  asked  for 
comment  both  on  the  consumer  petition 
and  on  patient  labeling  in  general  that 
were  based  on  actual  experience 
obtained  form  studies  of  patient 
labeling.  Comments  were  also  asked 
about  the  following  aspects  of  patient 
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labeling:  advantages  and  disadvantages, 
scope  and  detail,  format  and  style, 
methods  of  drafting  and  distribution  of 
patient  labeling,  and  selection  of  drug 
products  and  priorities  for  patient 
labeling. 

The  agency  received  more  than  1000 
comments  on  the  November  7, 1975 
notice.  About  750  of  them  were  from 
consumers  who  favored  patient  labeling 
for  prescription  drug  products.  Some 
consumers  described  specific  adverse 
effects  they  believed  they  could  have 
avoided  if  they  had  had  more 
information  about  a  drug  product 
prescribed  for  them. 

Comments  from  physicians, 
pharmacists,  and  professional  and  trade 
organizations  ranged  from  full  support 
for,  to  strong  opposition  against,  patient 
labeling.  The  comments  in  favor  of 
patient  labeling  suggested  that  it  would 
(1)  promote  patient  understanding  of 
and  adherence  to  the  drug  therapy.  (2) 
permit  the  patient  to  avoid  interactions 
with  other  drugs  or  foods,  (3)  prepare 
the  patient  for  possible  side  effects,  (4) 
inform  the  patient  of  positive  and 
negative  effects  from  the  use  of  the  drug 
product,  (5)  permit  the  patient  to  share 
in  the  decision  to  use  the  drug  product, 
(6)  enhance  the  patient/physician 
relationship,  and  (7)  provide  the 
pharmacist  and  physician  with  a  basis 
for  discussing  the  use  of  a  prescription 
drug  product  with  the  patient. 

Other  comments,  however,  argued 
that  patient  labeling  would  11) 
encourage  self-diagnosis  and  the 
transfer  of  prescription  drug  products 
between  patients,  (2)  produce  adverse 
reactions  in  patients  through  suggestion, 
(3)  affect  adversely  the  liability  of  drug 
manufacturers,  physicians,  and 
pharmacists,  (4)  interfere  with  the 
patient/physician  relationship,  and  (5) 
increase  the  cost  of  prescription  drug 
products  and  health  care  in  general. 

Some  comments  believed  that  patient 
labeling  would  not  communicate 
important  drug  information  to  most 
patients.  Others  suggested  that  patient 
labeling  for  a  prescription  drug  product 
should  be  substantially  more  limited 
than  the  physician  labeling  for  the 
project  and  include  only  information  on 
the  proper  use  of  the  drug  product,  its 
proper  storage,  and  information  on  the 
recognition,  prevention,  and  reporting  of 
adverse  effects.  Comments  also 
suggested  that  patient  labeling 
information  should  be  written  in 
accurate,  concise,  and  nontechnical 
language  and  placed  directly  on  the  drug 
product  container  or  be  distributed  as  a 
separate  leaflet,  or  both. 

Some  comments  suggested  that  the 
patient  labeling  should  be  distributed  by 


the  physician,  while  other  comments 
argued  that  it  should  be  distributed  by 
the  pharmacist.  Several  comments 
argued  that  any  patient  labeling 
requirement  should  permit  the  physician 
to  withhold  or  direct  the  pharmacist  to 
withhold  the  patient  labeling  from  the 
patient  if  the  physician  believed  that 
receipt  of  the  labeling  would  not  be  in 
the  best  interest  of  the  patient. 

Comments  also  suggested  that  it  would 
be  most  important  to  require  patient 
labeling  for  drug  products  that  are 
commonly  used,  that  present  serious 
adverse  effects,  that  are  chronically 
used,  and  that  are  used  by  pregnant  or 
nursing  women.  Some  comments 
suggested  that  patient  labeling  would 
not  be  necessary  for  most  drug  products, 
while  other  comments  urged  that  patient 
labeling  be  required  for  all  prescription 
drug  products.  The  comments  also 
contended  that  the  method  of  drafting 
patient  labeling  for  prescription  drug 
products  should  permit  the  participation 
of  professional,  trade,  and  consumer 
organizations.  The  agency  has  carefully 
reviewed  the  comments  and  has  either 
adopted  them  in  these  proposed  patient 
labeling  regulations  or  has  responded  to 
them  in  this  preamble. 

To  explore  and  focus  further  the 
issues  relating  to  patient  labeling,  FDA 
hosted  a  series  of  four  separate 
meetings  in  May  and  June  1976,  in  which 
a  group  of  consumer  advocates  and  FDA 
officials  met  with  representatives  from 
the  pharmaceutical  industry,  medical 
associations,  pharmacy  associations, 
and  allied  health  professions.  Minutes  of 
these  meetings  have  also  been  placed  on 
file  in  the  Hearing  Clerk’s  office.  The 
meetings  continued  the  agency’s  policy 
of  soliciting  the  views  of  those  groups 
who  would  be  involved  most  in  any 
general  patient  labeling  program.  The 
meetings  also  provided  an  opportunity 
to  debate  the  issues  raised  by  the 
consumer  petition. 

In  1976,  FDA  invited  the  Drug 
Information  Association  (DIA),  an 
independent  nonprofit  professional 
group  interested  in  drug  information,  to 
arrange  a  symposium  on  patient  labeling 
for  prescription  drug  products  at  which 
a  diversity  of  views  could  be  presented. 
FDA  and  DIA  were  joined  by  the 
American  Medical  Association  (AMA) 
and  the  Pharmaceutical  Manufacturers 
Association  (PMA)  as  cosponsors  of  the 
symposium,  which  was  held  in 
November  1976.  The  symposium  was 
attended  by  over  700  health 
professionals,  consumer  representatives, 
and  members  of  the  press  and  focused 
on  the  issues  related  to  patient  labeling 
for  prescription  drug  products.  The 
symposium  proceedings  were  published 


as  a  special  supplement  to  Volume  11  of 
the  Drug  Information  Journal  (January 
1977)  (Ref.  2).  FDA  representatives,  the 
pharmaceutical  industry,  physicians, 
consumers,  hospitals,  and  pharmacists 
presented  their  viewpoints  on  patient 
labeling.  In  addition,  the  symposium 
included  several  presentations  about  the 
kinds  of  information  that  patient 
labeling  should  contain,  the  potential 
distribution  problems  ihat  patient 
labeling  would  raise,  and  potential 
effects  that  patient  labeling  would  have 
on  patients  and  the  health  care  delivery 
system. 

FDA  has  continued  to  solicit  public 
contributions  to  the  patient  labeling 
program,  and  has  most  recently  directed 
public  discussion  at  its  implementation. 
In  December  1978,  FDA  sponsored  a  2- 
day  conference  on  the  content  and 
format  of  patient  labeling. 

Approximately  300  participants 
attended,  including  pharmaceutical 
industry  representatives,  physicians, 
pharmacists,  other  health  professionals, 
marketing  and  advertising 
representatives,  and  consumers.  The 
conference  was  concerned  solely  with 
the  information  that  patient  labeling  for 
prescription  drug  products  should  be 
required  to  contain  and  how  the 
information  should  be  presented  to 
benefit  people  most  likely  to  read  it.  The 
conference  provided  an  opportunity  for 
the  interchange  of  ideas  among  those 
persons  who  would  be  affected  most  by 
a  patient  labeling  requirement.  Copies  of 
the  papers  presented  at  the  conference 
are  on  file  in  the  FDA  Hearing  Clerk's 
office. 

In  February  1979,  the  Institute  of 
Medicine  of  the  National  Academy  of 
Sciences,  under  contract  to  FDA, 
sponsored  a  public  hearing  to  solicit 
comments  on  how  patient  labeling 
should  be  objectively  evaluated,  once  it 
is  used  on  a  widespread  basis.  A  copy 
of  the  presentations  at  that  hearing  is 
also  on  file  in  the  FDA  Hearing  Clerk’s 
office. 

Patients’  Needs  for  Patient  Labeling 

FDA  has  also  reviewed  the  literature 
on  patient  information  for  prescription 
drug  products  to  determine  the  extent  of 
current  efforts  to  communicate  drug 
information  to  patients.  This  review  may 
be  summarized  in  the  context  of  the 
basic  steps  that  one  author  believes 
necessary  to  process  both  oral  and 
written  communications  (Ref.  3).  The 
five  basic  steps  applied  to 
communications  from  health 
professionals  to  patients  are  as  follows: 
(1)  the  patient  must  be  exposed  to  the 
information;  (2)  the  patient  must  pay 
attention  to  the  information;  (3)  the 
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patient  must  understand  the 
information:  (4)  the  patient  must  accept 
the  information:  and  (5)  the  patient  must 
remember  the  information.  There  is  a 
limited  probability  that  each  step  will  be 
completed,  and  the  completion  of  each 
step  depends  upon  the  successful 
completion  of  all  of  the  previous  steps. 

A  discussion  of  FDA’s  literature  review 
in  the  context  of  each  step  follows: 

Exposure.  Although  both  the 
physician  and  the  pharmacist  have  an 
opportunity  to  provide  information  to 
the  patient  about  a  prescribed  drug 
product,  studies  show  that  patients  are 
not  exposed  to  information  about 
prescription  drug  products.  In  a  national 
telephone  survey  of  patients,  48  percent 
of  the  respondents  said  that  their 
physician  did  not  talk  to  them  about 
their  most  recent  prescription  and  88 
percent  said  the  pharmacist  did  not  talk 
to  them  about  the  prescription  (Ref.  4). 

In  a  study  of  patients  at  a  clinic  that 
allowed  direct  observation  of  the 
physician’s  instructions,  one  author 
found  that  the  prescriber  discussed  the 
length  of  therapy  in  only  10  percent  of 
the  cases  and  the  dosage  frequency  in 
only  17  percent  of  the  cases.  In  17 
percent  of  the  cases  the  drug  was  never 
discussed  at  all  (Ref.  5).  Other  studies 
that  have  observed  pharmacists’ 
interactions  with  patients  also  suggest 
that  pharmacists  infrequently  provide 
information  to  patients  about 
prescription  drug  products  (Refs.  6 
through  9),  even  when  the  pharmacist  is 
required  to  do  so  by  State  regulations 
(Ref.  10). 

Attention.  Although  a  physician  may 
provide  oral  information  to  the  patient 
about  a  prescribed  drug  product,  the 
patient  may  not  be  able  to  process  all  of 
the  information.  Studies  conducted  in  a 
clinic  show  that  patients  remember  only 
about  half  of  the  statements  made  to 
them  about  their  treatment,  even  when 
the  patients  are  interviewed  within 
minutes  after  leaving  the  physician 
(Refs.  11  and  12).  A  study  conducted  at  a 
neighborhood  health  center  showed  that 
83  percent  of  the  patients  could 
remember  the  name  of  the  drug  product 
prescribed  for  them,  although  a  tape 
recording  of  the  visit  revealed  that  each 
patient  had  been  told  the  drug’s  name 
(Ref.  13). 

The  order  in  which  medical 
information  is  presented  also  affects 
how  easily  patients  remember  it  (Ref. 
14).  In  general,  patients  tend  to 
remember  what  they  are  told  first. 
Because  information  about  a 
prescription  drug  product  is  often  given 
toward  the  end  of  the  interview,  while 
the  patient  is  still  processing 
information  relating  to  the  diagnosis,  the 


patient  may  not  pay  as  much  attention 
to  the  drug  information  as  the  diagnosis. 

In  addition,  a  patient’s  natural  anxiety 
during  an  examination  may  interfere 
with  the  patient’s  ability  to  focus 
attention  on  the  information  the 
physician  provides  (Ref.  15). 

Understanding.  Before  patients  can 
use  information  about  prescription 
drugs,  they  must  first  understand  it. 

When  providing  that  information, 
however,  health  professionals  frequently 
may  use  language  that  patients  do  not 
understand.  One  study  revealed,  for 
example,  that  a  mother  did  not 
understand  that  her  sick  child  would 
need  to  be  hospitalized  when  she  was 
told  that  the  child  would  have  to  be 
“admitted  for  a  work-up’’  (Ref.  16),  In 
addition,  terms  that  are  frequently  used 
by  and  have  specific  meaning  to 
physicians,  such  as  “piles,"  “jaundice," 
and  “constipation”  are  frequently 
misunderstood  by  patients  (Refs.  17 
through  27). 

Although  patients  may  not  understand 
what  physicians  tell  them,  they  may  be 
unwilling  for  several  reasons  to  ask  for 
clarification.  Patients  may  not  want  to 
appear  stupid  (Ref.  28),  or  they  may  not 
want  to  bother  health  professionals  with 
“silly"  questions  (Ref.  29). 

Acceptance.  Although  patients 
probably  do  not  believe  that  physicians 
and  pharmacists  provide  incorrect 
information,  they  may  still  not  accept 
the  validity  of  the  information  provided. 
For  example,  a  patient  with  high  blood 
pressure  may  not  take  a  prescribed  drug 
product  because  the  patient  does  not 
experience  symptoms  from  the  disease. 
Patients  may  also  have  a  general 
negative  attitude  about  prescription  drug 
products.  A  national  survey  (Ref.  30) 
found  that  30  percent  of  the  respondents 
who  said  they  used  tranquilizers  agreed 
that  taking  them  was  a  sign  of 
weakness,  and  a  regional  survey  (Ref. 

31)  found  that  33  percent  of  women  who 
said  they  took  oral  contraceptives 
believed  that  the  benefits  of  preventing 
unwanted  pregnancy  did  not  out  weigh 
the  risks  to  their  health  from  taking  oral 
contraceptives. 

Memory.  Even  if  the  patient  is 
exposed  to  information  about  a 
prescription  drug  product,  and  is 
attentive  to,  comprehends,  and  accepts 
it.  for  the  information  to  be  useful,  the 
patient  must  also  remember  it. 
Nevertheless,  studies  show  that 
significant  proportions  of  patients  do  not 
remember  medical  information  that  is 
presented  orally  (Refs.  13, 15,  23,  and 

32) . 

Accordingly,  oral  communication  of 
information  about  precription  drug 
products  by  health  professionals  to 


patients  cannot  be  relied  upon  to 
provide  patients  with  the  information 
they  need  to  use  prescription  drug 
products  properly. 

In  fact,  however,- patients  may  not  be 
exposed  to  the  information,  and  they 
may  not  pay  attention  to,  understand, 
accept,  or  remember  it.  The  agency 
believes  that  required  patient  labeling 
that  is  well  designed  and  well-written 
will  help  overcome  the  problems, 
discussed  above,  that  hamper  the 
communication  to  patients  of  important 
information  about  prescription  drug 
products.  Although  some  of  those 
problems  apply  both  to  oral  and  written 
information,  because  patient  labeling 
will  augment  oral  communications  it 
will  thus  benefit  patients. 

Patient  interest  in  patient  labeling. 
Although  patient  interest  in  patient 
labeling  has  been  expressed  most 
forcefully  by  consumer  activists,  FDA 
believes  that  the  activists’  views  reflect 
accurately  broad  patient  support  for 
patient  labeling.  Several  surveys  support 
this  belief. 

In  a  1973  nationwide  survey 
sponsored  by  FDA.  49  percent  of  the 
respondents  said  that  they  wanted 
additional  information  about 
prescription  drug  products,  particularly 
written  information  in  nontechnical 
language  that  would  be  dispensed  with 
the  products  (Ref.  33).  Independent 
researchers  also  found  general  support 
for  patient  labeling  in  a  survey  of  137 
patients,  and  found  specific  support  for 
oral  contraceptive  patient  labeling  (Ref. 
34).  Another  survey  of  828  students  and 
outpatients  showed  that  82  percent  of 
the  persons  sampled  wanted  to  know 
more  about  prescription  drug  products 
than  simple  directions  for  use.  They 
wanted  information  about  side  effects 
and  about  risks  from  over-  and  under¬ 
use  of  drug  products  (Ref.  .31). 

In  1975,  FDA  sponsored  a  nationwide 
survey  of  1720  oral  contraceptive  users 
(Refs.  1  and  35).  The  women  were  asked 
if  they  would  like  to  receive  patient 
labeling  with  other  prescription  drug 
products.  Of  the  respondents,  93  percent 
believed  it  was  important  to  provide 
patient  labeling  for  antibiotics,  88 
percent  believed  it  was  important  for 
cough  and  cold  preparations,  and  97 
percent  believed  it  was  important  for 
tranquilizers.  Respondents  were  also 
asked  to  compare  the  brief  oral 
contraceptive  leaflet  distributed  by 
pharmacists  to  the  longer  booklet 
distributed  by  physicians,  and  to  give 
their  preference  as  to  which  should  be 
provided  with  other  prescription  drug 
products.  In  response,  67  percent 
preferred  the  booklet,  20  percent 
preferred  the  leaflet,  7  percent  preferred 
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both,  and  5  percent  had  no  preference. 

In  another  small  survey  of  oral 
contraceptive  users,  86  percent  of  the 
sample  said  that  patient  labeling  should 
be  distributed  with  every  prescription 
drug  product  {Ref.  36)  and  in  a  study  of 
249  outpatients  assessing  the  impact  of 
sample  patient  labeling  for  thiazide  drug 
products.  97  percent  of  the  patients  said 
they  would  like  patient  labeling  for 
■other  drug  products  (Ref.  37). 

In  a  1978  nationwide  survey,  2002 
adults  were  asked  if  they  believed  it 
was  important  for  printed  patient 
labeling  to  be  provided  with  prescription 
drug  products  (Ref.  38).  Of  that  group  64 
percent  reponded  positively,  while  33 
percent  believed  that  current  practices 
were  adequate.  This  two-to-one 
preference  for  patient  labeling  was 
consistent  across  all  age,  sex.  and 
educational  subgroups.  Accordingly, 
although  in  1973  only  about  half  the 
population  was  in  favor  of  patient 
labeling  for  prescription  drug  products, 
more  recent  surveys  suggest  that  at  least 
two-thirds  of  the  population  now  favors 
patient  labeling.  These  surveys, 
however,  also  showed  that  consumers 
do  not  want  patient  labeling  to  replace 
oral  consultations.  Thus  FDA  believes 
that  patient  labeling  must  be  viewed  as 
a  necessary  adjunct  to  oral 
communication  and  not  as  a 
replacement  for  it. 

Patients  do  not  comply  with 
prescribed  therapy.  FDA  believes  that 
patient  labeling  should  be  required  for 
prescription  drug  products  because  the 
safe  and  effective  use  of  the  products 
requires  that  the  patient  be  informed  of 
their  benefits,  risks,  and  directions  for 
use  and  because  the  patient  has  a  right 
to  know  about  the  products’  benefits, 
risks,  and  directions  for  use. 

Both  drug  manufacturers  and  FDA 
devote  considerable  effort  to  ensure  that 
prescription  drug  products  are  safe, 
effective,  and  properly  labled.  This 
effort  is  severely  undermined,  however, 
if  the  patient  does  not  use  the  drug 
product  as  the  manufacturer  and  the 
physician  intend.  The  patient’s  failure  to 
use  a  prescription  drug  product  properly 
may  be  a  major  cause  for  the 
therapeutic  failure  of  the  product,  or 
may  cause  the  patient  to  experience  a 
serious  adverse  reaction. 

In  the  past  decade,  published  studies 
have  measured  patients’  compliance 
rates  with  drug  treatment  programs.  The 
studies  have  shown  that  many  patients 
do  not  properly  follow  the  course  of 
drug  therapy  prescribed  for  them. 
Patients  most  frequently  misuse 
prescription  drugs  by  failing  to  adhere  to 
the  prescribed  regimen:  for  example,  the 
patient  may  space  doses  improperly,  fail 


to  take  the  drug  for  the  period  of  time 
necessary  for  adequate  treatment,  skip 
doses,  or  take  extra  doses. 

Researchers  have  estimated  the 
extent  of  patient  noncompliance  at  30  to 
80  percent  (Refs.  39,  40,  and  41).  One 
researcher  reviewed  patient 
noncompliance  rates  from  studies 
completed  before  1970  (Ref.  42).  The 
results  of  that  review  are  presented  in 
Table  1.  FDA’s  patient  prescription  drug 
labeling  project  reviewed  patient 
noncompliance  rates  largely  from 
studies  completed  after  1969.  Each  study 
reviewed  by  FDA  included  at  least  40 


patients.  The  results  of  that  review  are 
presented  in  Table  2.  Another 
researcher  conducted  a  similar  review 
of  patient  noncompliance  rates  for  a 
number  of  drugs.  "The  results  of  that 
review  are  presented  in  Table  3  (Ref. 

43).  These  tables  show  largely 
consistent  30  to  50  percent  mean 
noncompliance  rates  by  patients  for  a 
wide  range  of  drugs.  In  addition,  there 
does  not  appear  to  be  any  appreciable 
change  in  mean  noncompliance  rates  by 
patients  during  the  years  covered  by  the 
different  studies. 


Table  1 


Drugs 


No.  of  Percent  noncompliance 

studies  _ _ _ _ 

Range  Mean  Median 


PAS  (para-aminosaltc»cylic  acid)  and  other  antrtuberculosis . 

.  20 

8-76 

11-92 

38.5 

H9 

35 

50 

.  Q 

11-51 

39 

44 

Olher  drugs,  e.g.,  antacids,  iron 

.  12 

9-87 

48 

575 

Table  2 


Drugs 


No.  of  studies 


Percent  noncomptiance 


Rarrge  Mean  Median 


Cardie . . 

Antihyperlensive . 

Penicillin . 

Other  antibiotic . 

Antituberculosis . 

Antipsychotic . . . 

Multiple  drugs . 

Miscellaneous  drugs 


3  (Refs.  44,  45,  and  46) 

5  (Refs  47-51) . 

8  (Refs.  52-59) . 

5  (Refs.  60-64) . 

4  (Refs  65-68) . 

8  (Refs.  69-76) . 

11  (Refs.  77-87) . 

6  (Refs  88-93) . 


20-45 

33 

34 

24-83 

43 

33 

11-95 

45 

38 

37-71 

52 

50 

28-53 

42 

43 

19-63 

42 

48 

25-80 

60 

43 

28-89 

52 

49 

Table  3 


Ougs 

No.  of 
studies 

Percent 

noncompliance, 

mean 

Phenothiazines . 

.  5 

50 

Imipramine . 

.  9 

40 

Lithium . 

.  7 

36 

Meprobamate . 

.  3 

45 

Antihypertertsive.... 

.  8 

61 

Antituberculosis . 

14 

43 

Antiepileptic . 

.  4 

46 

Antibiotic . 

.  8 

52 

Given  significant  patient 
noncompliance  rates,  it  is  still  necessary 
to  inquire  whether  patient  labeling  may 
be  expected  to  improve  compliance.  It 
appears  that  it  will.  In  some  cases 
noncompliance  appears  to  be  based  on 
the  patient's  lack  of  knowledge  about 
the  drug  product.  For  example,  patients 
frequently  do  not  realize  that  it  is 
important  to  take  all  of  a  prescribed 
antibiotic  even  if  they  begin  to  feel 
better.  In  other  cases,  although  simply 
providing  information  may  improve 
compliance,  programs  to  influence 


motivation  and  behavior  may  also  be 
necessary.  The  agency’s  patient 
prescription  drug  labeling  project 
reviewed  studies  on  the  use  of  written 
prescription  drug  information  by 
patients  (Ref.  94),  The  review  suggests 
that  written  information  improves 
communication  of  important  information 
to  patients.  Thus,  patient  labeling 
appears  to  improve  compliance  if 
noncompliance  results  from  lack  of 
knowledge.  When  noncompliance  also 
results  from  other  factors,  however, 
patient  labeling  may  be  most  useful  as 
part  of  a  larger  program  to  improve 
compliance. 

FDA’s  Research  on  Patient  Labeling 

FDA  has  begun  a  research  and 
development  program  to  plan, 
implement,  and  evaluate  its  patient 
labeling  requirements.  This  program  is 
guided  by  three  basic  interrelated 
questions:  (1)  What  does  the  patient 
need  to  know?  (2)  What  is  the  best  way 
to  communicate  this  information?  (3) 
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What  are  the  effects  of  patient  labeling? 
Research  studies  bearing  upon  these 
questions  have  been  completed,  others 
are  underway,  and  more  are  planned. 

FDA  completed  a  national  survey  in 
which  patients  rated  the  importance  of 
various  types  of  information  potentially 
available  for  patient  labeling  (Ref.  33)  to 
gather  information  on  the  contents  of 
patient  labeling  that  consumers  consider 
relevant.  Patients  rated  directions  for 
use  and  information  about  adverse 
effects  to  be  most  important,  and  they 
rated  ingredient  information  and 
promotional  statements  (i.e.,  "how  fast  it 
works”)  least  important.  To  continue  to 
solicit  patient  opinions,  FDA  is  co¬ 
sponsoring  a  study  with  the  National 
Institute  of  Mental  Health  that  will  ask 
patients  about  the  relative  importance 
for  patient  labeling  of  various  pieces  of 
information.  A  national  telephone 
survey  is  also  planned  to  ask  patients 
about  their  recent  experiences  in 
obtaining  information  about  prescription 
drug  products. 

FDA  has  conducted  several  studies  to 
learn  how  best  to  communicate  drug 
information  to  patients  through  patient 
labeling.  Current  examples  of  written 
information  for  patients  about 
prescription  drug  products  have  also 
been  collected  and  reviewed  (Refs.  95 
through  121).  The  agency  has  also 
brought  together  small  groups  of 
individuals  and  conducted  focused 
group  interviews.  These  interviews  have 
given  FDA  patient  perceptions  about 
several  models  patient  labeling  leaflets 
prepared  primarily  by  the  agency's  staff. 
Copies  of  the  agency’s  reports  on  these 
group  interviews  are  on  file  in  the  FDA 
Hearing  Clerk's  office.  Group  interviews 
with  health  professionals  using  the  same 
models  patient  labeling  leaflets  are  also 
planned. 

A  major  experimental  study  about 
how  variations  in  selected  features  of 
patient  labeling  (e.g.,  the  amount  and 
type  of  information,  complexity  of 
language,  organization  of  material) 
affect  communication  is  also  currently 
underway.  The  Rand  Corporation,  under 
contract  to  FDA.  is  conducting  the  study 
on  the  following  three  drugs: 
erythromycin  (an  antibiotic),  flurazepam 
(a  sleeping  pill),  and  conjugated 
estrogens.  The  conjugated  estrogen 
study  will  evaluate  existing  patient 
labeling  for  those  drug  products 
compared  to  alternative  labeling  for  the 
products.  A  copy  of  FDA’s  contract  is  on 
file  in  the  Hearing  Clerk’s  office. 

FDA’s  review  of  the  literature  about 
written  communications  to  patients  is 
continuing,  and  the  agency  is  conducting 
other,  nonpatient  studies  on  written 
communications.  For  example,  one 


recently  completed  FDA  study  focused 
on  how  readability  tests  can  be  applied 
in  a  meaningful  way  to  patient  labeling. 
The  agency  concluded  that  readability 
tests  could  be  used  best  as  a  diagnostic 
tool,  but  documents  should  not  be 
written  to  achieve  artificially  low 
readability  scores  on  any  one  test, 
because  each  test  sacrificed  some  other 
necessary  elements  of  meaningful 
communication.  A  copy  of  the  study  has 
been  placed  on  file  in  the  FDA  Hearing 
Clerk’s  office. 

A  major  emphasis  of  FDA’s  research 
has  been  to  assess  the  effects  of  patient 
labeling  on  patients.  FDA  had  made  that 
assessment  in  several  ways:  for 
example,  through  a  survey  of  oral 
contraceptive  users  (Refs.  1  and  35).  a 
study  of  model  patient  labeling  for 
thiazide  drug  products  (Ref.  37),  and  a 
literature  review  of  the  effects  of  locally 
prepared  written  communications  (Ref. 
94).  Also  underway  is  a  study  comparing 
the  effects  of  model  patient  labeling  for 
benzodiazepines  (minor  tranquilizers) 
with  model  labeling  that  discusses 
prescription  drug  products  in  general 
without  specific  reference  to  the  effects 
of  benz.adiazepines. 

Data  from  FDA’s  studies  have 
influenced  and  will  continue  to  influence 
the  patient  labeling  program.  In  the 
future,  most  of  FDA’s  resources  will  be 
devoted  to  evaluating  the  direct  and 
indirect  effects  of  patient  labeling.  The 
agency’s  evaluation  effort  is  designed  to 
obtain  thorough  and  objective 
assessment  of  several  of  the  initial 
patient  labeling  pieces.  The  agency  has 
contracted  with  the  Institute  of  Medicine 
of  the  National  Academy  of  Sciences  to 
plan  this  evaluation.  Based  on  the  plan 
obtained  from  the  Institute.  FDA  will 
contract  for  a  number  of  studies  to 
evaluate  the  impact  of  patient  labeling. 

The  purpose  of  the  research  studies, 
and  particularly  the  evaluation  studies, 
is  to  permit  FDA  to  effectively  assess 
how  different  styles  of  drug  information 
best  serve  patients.  During  the  First 
phase  of  the  implementation  of  the 
patient  labeling  requirements.  FDA  will 
collect  and  analyze  data  bearing  upon 
this  issue.  Long  range  effects  of  patient 
labeling  will  also  be  measured.  The 
agency  of  patient  labeling  will  also  be 
measured.  The  agency  also  invites  other 
interested  parties  to  fund  and  conduct 
investigations  into  the  immediate  and 
long-range,  direct  and  indirect,  effects  of 
patient  labeling  to  determine  how  to 
maximize  the  effectiveness  of  written 
drug  information  to  patients. 

Arguments  Against  Patient  Labeling 

FDA  has  carefully  reviewed  the 
arguments  for  and  against  patient 


labeling  raised  in  the  comments  on  the 
November  7, 1975  notice;  in  FDA’s 
meetings  with  consumer, 
pharmaceutical,  and  medical 
representatives:  in  congressional 
testimony;  and  in  the  professional  and 
trade  literature  (Refs.  122  through  199). 

A  summary  of  the  more  significant 
objections  to  patient  labeling  and  the 
agency’s  conclusions  about  them  follow; 

1.  Some  comments  suggested  that 
patients  will  make  inappropriate 
decisions  about  prescription  drug' 
products  because  of  patient  labeling. 
Patients  will  decide  not  to  take  the 
product  because  of  information  in 
patient  labeling.  Also,  patients  will  give 
drug  products  to  their  friends  or 
relatives  and  they  will  try  to  self- 
diagnose  conditions  based  upon 
information  in  patient  labeling. 

As  previously  discussed.  FD.\ 
believes  patient  labeling  will  have 
precisely  the  opposite  effect  Many 
patients  make  inappropriate  decisions 
about  the  use  of  prescription  drug 
products.  Patients  improperly  space 
doses,  skip  dose,  take  extra  doses,  or 
stop  taking  the  drug  product.  Rather 
than  contributing  to  patients’  misuse  of 
prescription  drug  products.  FDA 
believes  that  patient  labeling  will  reduce 
the  current  level  of  misuse.  Patient 
labeling  should  in  explaining  both  the 
importance  of  taking  drug  products  as 
directed  and  the  risks  of  taking  them 
improperly,  reduce  the  current  levels  of 
misuse. 

The  agency  responded  to  the 
argument  that  patient  labeling  will 
cause  patients  to  transfer  drug  products 
or  attempt  self-diagnosis  in  the 
preamble  to  the  final  regulation 
establishing  the  estrogen  patient 
labeling  requirement  (see  the  Federal 
Register  of  July  22.  1977  at  37639).  FDA 
is  unaware  of  any  evidence  that  shows 
that  currently  required  patient  labeling 
for  prescription  drug  products  has 
encouraged  patients  to  give  products  to 
others,  or  has  encouraged  them  to  try  to 
self-diagnose  conditions  based  upon  the 
patient  labeling  information. 
Nevertheless,  to  reduce  the  likelihood  of 
these  events,  estrogen  and  oral 
contraceptive  patient  labeling  under  21 
CFR  310.515(b)(8)  and  310.501(a)(3)(xv;i) 
currently  advises  patients  that  the  drug 
product  has  been  precribed  for  the 
particular  individual  and  should  not  be 
given  to  others.  A  similar  statement 
w'ould  be  required  under  these  proposed 
regulations. 

2.  Some  comments  suggested  that 
patient  labeling  will  have  detrimental 
psychological  effects  on  patients.  For 
example,  information  in  patient  labeling 
about  side  effects  would  cause  the 
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patient  to  develop  the  side  effect(s) 
through  suggestion.  Also,  accurate 
information  in  patient  labeling  about  the 
benefits  from  the  use  of  the  drug  product 
may  reduce  the  benefits  of  the  placebo 
effect  that  the  product  may  otherwise 
have  had. 

The  agency  does  not  believe  that 
patient  labeling  will  significantly 
increase  the  incidence  of  suggestion- 
induced  side  effects.  So  called 
suggestion  effects  seem  to  play  a 
minimal  role  in  causing  serious  adverse 
reactions.  In  any  event,  it  is  more  likely 
that  beneficial  effects  will  result  from  an 
explicit  statement  of  side  effects  in 
patient  labeling.  As  stated  in  the 
preamble  to  the  estrogen  patient 
labeling  regulation,  clear  expectations 
about  the  effects  of  drug  therapy, 
resulting  from  patient  labeling,  may 
make  patients  more  sensitive  to  and 
aware  of  certain  physical  or 
psychological  reactions.  Effects  that 
might  otherwise  go  unnoticed  may  be 
identified  as  drug  related.  Although  this 
may  have  the  effect  of  nominally 
increasing  the  reported  incidence  of  less 
senous  adverse  reactions,  at  least  two 
studies  suggest  the  incidence  of  these 
reactions  does  not  increase  (Refs.  200 
and  201).  Patients  may  be  more  sensitive 
to  "warning  signals”  of  serious  adverse 
effects.  Accurate  expectations  may  help 
reduce  uncertainty  and  anxiety  about 
possible  effects  of  treatment.  The 
patient  may  also  be  better  able  to 
interpret  and  identify  more  accurately 
the  cause  of  drug-induced  reactions,  and 
treatments  could  be  on  more  precise 
information.  Accordingly,  the  possible 
positive  effects  of  supplying  accurate 
side  effect  information  substantially 
outweigh  the  possible  negative  ones. 

The  existing  literature  on  the  effects 
of  written  information  also  does  not 
sustain  this  objection  to  patient  labeling 
(Ref.  94).  Studies  that  have  examined 
the  rate  of  patient-reported  side  effects 
have  found  no  difference  between 
patients  who  received  written 
information  and  patients  who  did  not 
(Refs.  202  through  205).  One  study, 
however,  found  that  patients  who 
received  information  were  more  willing 
to  report  side  effects  than  patients  who 
did  not  receive  the  written  information 
(Ref.  206).  Although  most  of  these 
studies  were  not  designed  specifically  to 
examine  the  negative  effects  of  patient 
labeling  on  patients'  use  of  prescription 
drug  products,  they  do  not  show  that 
patients  are  more  likely  to  take  drug 
products  inappropriately,  to  engage  in 
self-diagnosis,  to  give  their  drug 
products  to  others,  or  to  refuse 
treatment. 


An  FDA-sponsored  study  evalutated 
the  effects  of  a  patient  labeling  piece  for 
thiazides  (a  class  of  drugs  used  to  treat 
high  blood  pressure)  (Ref.  37).  The  study 
involved  219  newly  diagnosed  patients 
with  mild  essential  hypertension  (mild 
high  blood  pressure  of  unknown  cause). 
Two-thirds  of  the  patients  were 
randomly  assigned  to  a  group  that 
received  the  patient  labeling  and  one- 
third  of  the  patients  were  assigned  to  a 
group  that  did  not  receive  the  patient 
labeling.  Preliminary  results  do  not 
suggest  an  increased  incidence  of 
adverse  effects  in  the  patients  who 
received  the  labeling.  They  were, 
however,  better  informed  about  the  drug 
product,  and  they  were  not  more  likely 
to  attribute  physical  complaints  to  it. 

The  increased  attribution  of  complaints 
to  the  drug  product,  however,  did  not 
lead  to  a  lower  compliance  rate  or  more 
clinical  failures  (attributable  to 
noncompliance)  than  in  patients  who 
did  not  receive  the  patient  labeling. 
Accordingly,  current  studies  do  not 
support  the  argument  that  patient 
labeling  will  have  negative  effects  on 
patients’  use  of  prescription  drug 
products.  FDA  will  continue  to  gather 
and  review  data  and  information  on  the 
effects  of  patient  labeling  on  patients’ 
use  of  prescription  drugs  in  the 
development  of  the  patient  labeling 
program. 

The  agency  also  does  not  believe  that 
patient  labeling  would  reduce  a  drug 
product’s  placebo  effect.  The  placebo 
effect  is  complicated  and  not  well 
understood  (Ref.  207).  Much  of  the 
placebo  effect  appears,  however,  to  be 
due  to  the  relationship  between  the 
physician  and  the  patient.  Because  the 
patient  would  know  what  effects  to 
expect  from  the  drug  and  because 
patient  labeling  may  enhance  patient/ 
physician  communications,  information 
in  patient  labeling  about  the  effects  of 
the  drug  may  even  increase  the  placebo 
effect  of  a  drug  product. 

3.  Some  comments  contended  that 
patient  labeling  would  affect  adversely 
the  legal  liability  of  manufacturers, 
physicians,  pharmacists,  and  other 
dispensers  of  prescription  drug  products. 
Those  comments  were  discussed  in  the 
preamble  to  the  revision  of  the  oral 
contraceptive  patient  labeling  regulation 
published  in  the  January  31, 1978 
Federal  Register.  The  conclusions 
expressed  in  that  preamble,  that  patient 
labeling  requirements  will  not  affect 
adversely  the  civil  tort  liability  of 
manufacturers,  physicians,  pharmacists, 
and  other  dispensers  of  prescription 
drug  products  have  not  been  refuted. 

Whether  or  not  a  manufacturer, 
physician,  pharmacist,  or  other 


dispenser  is  to  be  held  liable  in  given  a 
situation  will  of  course  depend  upon  all 
of  the  facts  surrounding  the 
manufacture,  sale,  and  use  of  the  drug 
product  and  on  the  nature  of  the  injury. 
Liability  would  also  depend  upon  the 
applicable  State  law.  The  agency 
believes,  however,  that  providing 
patients  with  written  information  about 
the  proper  use  of  a  prescription  drug 
product,  including  information  on  the 
benefits  and  risks  the  drug  product 
presents  to  the  patient,  will  result  in 
reduced  potential  liability.  This  result  is 
likely  not  only  because  patients  will 
receive  necessary  warnings  about  the 
product,  but  also  because  the 
availability  of  written  labeling  should 
improve  patient  compliance  with 
physician  directions  and  improve 
patient  monitoring  of  adverse  reactions, 
two  factors  that  may  actually  decrease 
drug  induced  injuries.  Patient  labeling 
may  also  reduce  the  overall  number  of 
malpractice  actions,  because  patients 
will  be  more  aware  that  certain  risks 
inevitably  accompany  drug  therapy  and 
that  not  all  adverse  effects  are  caused 
by  deficiencies  in  the  drug  product  or 
mistakes  by  the  prescriber. 

Finally  it  would  be  both  inappropriate 
and  unreasonable  for  FDA  to  base  its 
patient  labeling  policy  on  whether 
patient  labeling  affected  the  legal 
liability  of  the  manufacturer,  physician, 
pharmacist,  or  other  dispenser  of  the 
product.  Patient  labeling  is  not  intended 
to  define  the  duty  or  set  the  standard  of 
care  manufacturers,  physicians, 
pharmacists,  or  other  dispensers  owe  to 
the  patient  who  uses  the  product.  Nor  is 
patient  labeling  intended  to  serve  as  a 
vehicle  for  obtaining  informed  consent 
of  patients  to  the  use  of  a  drug  product. 
Patient  labeling  will  be  required  solely 
because  of  its  positive  effects,  to 
supplement  the  information  which  it  is 
the  traditional  responsibility  of 
physicians,  pharmacists,  and  other 
dispensers  to  provide  to  patients. 
Although  the  labeling  may  have  an 
impact  upon  the  civil  liability  of 
manufacturers,  physicians,  pharmacists, 
or  other  dispensers,  that  impact  will 
likely  be  in  keeping  with  traditional 
notions  of  legal  responsibility. 

4.  Other  comments  argued  that  patient 
labeling  for  prescription  drug  products 
would  interfere  in  the  patient/physician 
relationship.  These  comments  suggest 
that  patient  labeling  would  increase 
inappropriately  the  number  or  length  of 
patient/physician  contacts  because 
patients  will  need  added  reassurance 
about  taking  a  prescription  drug  product, 
will  be  alarmed  by  the  information,  and 
will  ask  unnecessary  questions.  Patients 
will  lose  conHdence  in  their  physician’s 
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judgment,  particularly  if  a  physician’s 
statements  conflict  with  statements  in 
the  labeling.  Also,  physicians  may  rely 
solely  on  the  patient  labeling  to  inform 
patients  about  the  drug  product  and. 
thus,  discontinue  current  patient/ 
physician  dialogues.  Finally,  it  is  argued 
that  physicians  will  not  prescribe  useful 
drug  products  because  they  object  to  or 
disagree  with  information  in  the  patient 
labeling  that  would  be  dispensed  to  the 
patient. 

Patient  labeling  is  not  intended  to  be 
the  sole  source  of  information  for 
patients  about  prescription  drug 
products.  The  agency  hopes  that  in  most 
cases  it  will  merely  restate  and 
reemphasize  the  information  the 
physician  has  told  the  patient  when  the 
product  was  prescribed.  In  those  cases, 
it  should  not  alarm  the  patient  any  more 
than  the  oral  information  that  the 
physician  gives  the  patient,  nor  should  it 
significantly  increase  the  length  or 
number  of  patient/physician  contacts. 
Patient  labeling  will  not  relieve  the 
physician  of  the  responsibility  to  inform 
the  patient  about  a  prescribed  drug 
product.  As  the  use  of  patient  labeling 
increases,  physicians  should  learn  to 
anticipate  patient  inquiries  and 
introduce  the  patient  labeling  for  a  drug 
product  in  a  manner  that  will  minimize 
patient  questions.  Furthermore,  patient 
labeling  may  help  patients  to  ask  clearer 
questions  than  they  now  commonly  ask. 
so  that  physicians  can  respond  to  them 
more  easily.  The  FDA  survey  of  oral 
contraceptive  users  (Ref.  1)  found  that 
only  12  percent  of  women  using  oral 
contraceptives  who  said  they  read  the 
patient  labeling  also  said  that  it  raised 
questions  that  caused  them  to  contact 
their  physicians.  Many  of  these 
questions  were  related  to  effects  not 
mentioned  in  the  labeling,  but 
experienced  by  the  patient,  e.g., 
spotting,  bleeding,  breast  soreness,  and 
weight  gain.  Moreover,  added  patient/ 
physician  contact  is  not  necessarily  a 
bad  result  of  patient  labeling.  It  is  likely 
to  result  in  a  patient  population  that  is 
better  educated  about  drug  therapy,  and 
more  likely  to  comply  with  physicians'  • 
drug  therapy  efforts.  The  agency 
believes  that  situations  in  which  patient 
knowledge  is  incomplete  are  more  likely 
to  add  unnecessarily  to  the  amount  of 
patient/physician  contact.  The 
information  provided  by  patient 
labeling,  which  will  be  of  significant 
breadth,  may  then  have  precisely  the 
opposite  effect  suggested  by  the 
comments. 

5.  Manufacturers,  distributors,  and 
dispensers  of  drug  products  have  also 
objected  to  the  economic  impact  of  a 
general  pateint  labeling  requirement. 


They  foresee  significant  costs  from  a 
patient  labeling  program,  including  the 
initial  cost  of  printing  the  patient 
labeling  pieces,  distributing  them  to 
pharmacies  with  the  drug  product,  and 
the  costs  to  pharmacists  of  storing  and 
distributing  the  labeling  when  the  drug 
product  is  dispensed. 

Because  these  proposed  patient 
labeling  requirements  may  have 
significant  economic  consequences  for 
some  persons  involved  in  the 
manufacture,  distribution,  and 
dispensing  of  prescription  drug  products, 
FDA  has  analyzed  the  economic 
consequences  of  these  proposed 
requirements  and  several  alternatives.  A 
draft  regulatory  analysis  prepared  under 
Executive  Order  12044  has  been  placed 
on  file  in  the  FDA  Hearing  Clerk’s  office. 
A  copy  of  the  draft  regulatory  analysis 
may  be  obtained  from  the  Hearing 
Clerk.  FDA  will  prepare  a  final 
regulatory  analysis  based  on  comments 
received  on  the  draft  analysis.  The  final 
regulatory  analysis  will  be  made 
available  when  final  patient  labeling 
regulations  are  published.  Based  upon 
the  draft  regulatory  analysis,  the  agency 
believes  that  the  economic  impact  of 
these  proposed  requirements  is 
acceptable  in  view  of  the  anticipated 
benefits  to  patients. 

The  draft  regulatory  analysis 
considered  the  following  alternatives  to 
the  patient  labeling  requirements  that 
are  proposed  in  this  notice;  The  required 
distribution  of  patient  labeling  with  a 
new  prescription  but  not  refills  of  that 
prescription,  a  requirement  that  copies 
of  patient  labeling  be  placed  on  display 
in  each  pharmacy  but  not  distributed, 
the  establishment  of  requirements  for 
patient  labeling  on  a  case-by-case  basis 
instead  of  a  general  program  applicable 
to  most  prescription  drugs,  and  the 
required  distribution  to  patients  of  the 
physician  labeling  for  the  drug  product 
required  under  21  CFR  201.100(c).  The 
draft  analysis  concludes  that  the 
potential  economic  savings  each  of 
these  alternatives  would  permit  do  not 
outweigh  the  benefits  to  patients  from 
patient  labeling  they  would  receive 
under  the  comprehensive  information 
system  here  proposed. 

6.  Comments  suggested  that  FDA 
should  not  be  responsible  for 
establishing  regulatory  requirements  for 
a  patient  labeling  program,  nor  for 
regulating  the  content  of  individual 
patient  labeling  pieces.  The  comments 
suggested.that,  because  FDA  is  a 
regulatory  agency,  it  would  produce 
unbalanced  patient  labeling  that  would 
stress  the  risks  of  drug  therapy  and  not 
its  benefits.  The  comments  also 
suggested  that  FDA  lacks  the  expertise 


to  determine  the  appropriate  content 
and  format  of  patient  labeling. 

Although  a  consensus  about  what 
would  be  balanced  labeling  for  a 
particular  drug  product  would  be 
difficult  to  obtain,  a  balance  can  be 
struck  in  patient  labeling  between 
emphasizing  the  benefits  from  use  of  a 
drug  product  and  discussing  its  risks. 
Through  the  approval  of  labeling  for 
new  drugs  and  the  monitoring  of  drug 
labeling  in  general.  FDA  has 
accumulated  considerable  experience  in 
balancing  those  interests  for  physician 
labeling  for  prescription  drug  products, 
as  well  as  for  consumer  labeling  for 
over-the-counter  drug  products. 

Although  the  content  and  format  of 
patient  labeling  would  properly  differ 
from  that  of  physician  labeling,  the 
interests  that  must  be  balanced  are  quite 
similar.  Additionally,  through  patient 
labeling  FDA  hopes  to  encourage  a 
dialogue  between  patient  and  physician 
and  patient  and  pharmacist  in  which 
patients'  questions  about  drug  products 
and  drug  therapy  can  be  answered. 

Also,  patient  labeling  will  encourage 
patients  to  consult  physicians  if  adverse 
effects  are  experienced,  rather  than 
acting  on  their  own.  By  promoting 
patient  reliance  on  physicians  and 
pharmacists,  patient  labeling  should 
offset  any  suspected  agency  bias  in 
favor  of  emphasizing  a  drug  product's 
warnings  or  adverse  effects. 
Accordingly.  FDA  does  not  believe  that 
patient  labeling,  even  labeling  prepared 
under  the  auspices  of  the  agency,  will 
necessarily  be  unbalanced  by 
emphasizing  adverse  effects  over 
benefits. 

•  Moreover,  FDA  has  the  expertise  to 
determine  and  to  monitor  the 
appropriate  content  and  format  of 
patient  labeling.  For  many  years,  FDA 
representatives  have  participated  in 
numerous  activities,  including  meetings, 
seminars,  and  workshops,  designed  to 
explore  fully  the  potential  cf  a  broad 
patient  labeling  program.  In  addition  the 
agency  has  supported  and  conducted 
research  into  the  use  of  specific  labeling 
for  prescription  drug  products,  including 
prescription  drug  products  for  which 
patient  labeling  currently  is  required  by 
regulation.  Accordingly,  FDA,  as  the 
Federal  agency  charged  with  ensuring 
the  safety  and  effectiveness  of  drug 
products,  not  only  has  the  responsibility 
to  establish  and  implement  the  patient 
labeling  program  for  prescription  drug 
products,  but  also  is  particularly 
qualified  to  do  so. 

As  more  fully  explained  elsewhere  in 
this  preamble,  the  agency  has  also 
invited,  and  will  continue  to  invite, 
public  participation  in  the  establishment 
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and  implementation  of  an  FDA  required 
patient  labeling  program  for  prescription 
drug  products.  FDA  will  discharge  what 
it  views  as  its  responsibility  to 
promulgate  a  patient  labeling  program 
for  prescription  drugs  in  an  open  manner 
that  will  allow  full  participation  by  all 
persons  interested  in  the  program. 

Scope  of  This  Proposal 

This  proposed  labeling  program  for 
prescription  drug  products  is  intended  to 
be  part  of  an  overall  agency  plan  to 
provide  information  to  consumers  about 
products  regulated  by  FDA.  Patients 
would  also  benefit  from  receiving 
information  about  the  uses,  benefits,  and 
risks  of  medical  devices.  Differences  in 
statutory  authority  and  the  nature  and 
use  of  regulated  products,  however, 
require  different  regulatory  approaches 
to  provide  this  information.  Unlike  most 
prescription  drug  products  the  clinical 
conditions  in  which  medical  devices  are 
used  differ  widely.  Many 
nonexpendable  medical  devices,  such  as 
general  purpose  x-ray  machines,  are 
used  for  a  large  variety  of  diagnostic 
examinations.  Because  of  the  many 
different  uses  of  a  medical  device, 
patient  information  on  the  device  may 
need  to  be  tailored  to  procedures  for 
which  the  device  is  used,  instead  of 
being,  as  in  the  case  of  drug  products,  a 
single  comprehensive  information  piece 
dealing  with  all  approved  uses.  In 
addition,  some  devices  are  used  solely 
by  health  professionals  and  are  not 
contacted  independently  by  patients. 
Information  about  those  devices  may  - 
not  be  useful  to  patients.  Accordingly, 
the  agency  is  separately  formulating 
general  criteria  on  when  patient 
information  is  most  needed  for  medical 
devices.  These  criteria  will  be  based  on 
a  review  of  the  appriateness  of  a  variety 
of  mechanisms  to  inform  patients  about 
the  uses,  benefits,  and  risks  from  some 
medical  devices.  They  are  not  included 
in  this  proposal  but  will  be  proposed  for 
public  comment  in  a  future  issue  of  the 
Federal  Register. 

Since  FDA  began  developing  these 
proposed  regulations  for  prescription 
drug  products,  information  leaflets  have 
been  required  to  be  provided  to  patients 
with  certain  products,  such  as  oral 
contraceptives  and  estrogenic  drug 
products.  Those  leaflets  have  been 
called  among  other  things,  “patient 
package  inserts  (PPI's),”  “patient 
labeling,”  and  “labeling  directed  to  the 
patient."  Comments  have  objected  to 
use  of  some  of  these  terms.  Some 
comments  objected  to  the  term  “patient” 
because  some  prescription  drug 
products  are  dispensed  to  persons  who 
are  not  considered  patients,  for 


example,  healthy  women  who  take  oral 
contraceptives.  Other  comments 
objected  to  the  term  “package  insert” 
because  many  drug  information  leaflets 
are  not  literally  inserted  into  the 
package  that  is  dispensed.  Yet  other 
comments  objected  to  the  term  “patient 
labeling”  because  it  suggests  to  them 
that  information  is  written  about  and 
placed  upon  the  patient,  instead  of  being 
prescription  drug  information  that  is 
about  and  accompanies  the  drug  product 
and  is  directed  to  the  patient. 

The  agency  has  also  received 
comments  suggesting  alternative 
terminology,  such  as  “user  information” 
or  “consumer  information.”  Those 
alternatives,  however,  may  also  have 
drawbacks.  The  term  “user  information” 
is  vague  and  does  not  clearly 
communicate  the  purpose  of  the 
information  or  its  intended  audience.  At 
the  same  time,  FDA  believes  the  term 
"consumer  information”  connotes 
information  less  important  than  that 
contained  in  patient  labeling.  It  has  been 
used  in  other  contexts,  for  example,  to 
describe  comparative  qualities  of 
competing  products  to  help  purchasers. 

It  is  inevitable  that  a  shorthand  phrase 
for  this  labeling  will  develop  among 
persons  in  FDA,  the  industry,  and  other 
groups  or  organizations  that  most 
frequently  deal  with  the  subject. 
Accordingly,  in  this  preamble  and  in  the 
proposed  regulations,  the  agency  has 
adopted  the  term  “patient  labeling”  to 
describe  this  information. 

The  Proposed  Regulations 

The  proposed  regulations  set  forth 
general  patient  labeling  requirements 
that  would  apply  to  most  prescription 
drug  products.  The  regulations  would 
require  the  manufacturer  of  the  product 
to  prepare  and  distribute  patient 
labeling  that  physically  accompanies  the 
product.  The  labeling  would  be  written 
in  nontechnical  language,  would  not  be 
promotional  in  tone  or  content,  and 
would  be  based  primarily  on  the 
physician  labeling  for  the  drug  product. 
The  patient  labeling  would  contain  both 
a  summary  of  information  about  the 
product  and  more  detailed  information 
that  identifies  the  product  and  the 
person  responsible  for  the  labeling,  the 
proper  uses  of  the  product, 
circumstances  under  which  it  should  not 
be  used,  serious  adverse  reactions, 
precautions  the  patient  should  take 
when  using  the  product,  information 
about  side  effects,  and  other  general 
information  about  the  proper  uses  of 
prescription  drug  products.  The  agency 
would  be  permitted  to  exempt  the 
labeling  for  a  particular  drug  product 
from  any  of  the  specific  requirements. 


The  regulations  would  also  establish 
minimum  printing  specifications  for 
patient  labeling. 

FDA  would  make  available  guideline 
patient  labeling  for  many  prescription 
drug  products.  The  manufacturer  would 
be  required  to  provide  sufficient  patient 
labeling  pieces  to  the  dispenser  of  a 
prescription  drug  product  and  the 
dispenser  would  be  required  to  provide 
the  labeling  to  the  patient.  Distributors 
or  dispensers  would  be  permitted, 
however,  to  prepare  “generic”  labeling. 
Although  patient  labeling  would  be 
required  to  be  distributed  to  the  patient 
with  the  drug  product,  certain 
exemptions  from  that  requirement 
would  be  permitted  for  a  drug  product 
that  is  dispensed  to  (1)  a  patient  who  is 
legally  incompetent,  (2)  a  patient  whose 
primary  language  is  not  English  or  a 
patient  who  is  blind,  (3)  a  patient  whose 
physician  directs  the  dispenser  to 
withhold  the  labeling,  (4)  a  patient  in  the 
course  of  emergency  treatment,  or  (5)  an 
institutionalized  patient. 

The  requirements  will  be  implemented 
gradually  to  permit  health  professionals 
the  opportunity  to  become  familiar  with 
them  and  to  permit  the  systematic 
gathering  of  both  objective  evaluations 
and  clinical  experiences  of  patients  and 
health  professionals.  FDA  intends  to 
implement  the  patient  labeling 
requirements  in  two  phases.  During  the 
first  phase  FDA,  its  contractors,  and 
drug  manufactures  would  draft  guideline 
patient  labeling  for  approximately  50  to 
75  drug  products  and  drug  classes. 
Before  beginning  the  second  phase,  FDA 
would  thoroughly  evaluate  the  progress 
and  effects  of  required  patient  labeling. 
The  agency  would  also  carefully  review 
the  necessity  and  usefulness  of  FDA 
guideline  labeling.  By  that  time  the 
agency,  drug  manufacturers  and 
distributors,  and  drug  dispensers  would 
be  more  familiar  with  the  requirements. 
During  the  planned  second  phase  of  the 
program  the  agency  would  merely 
schedule  the  effective  dates  of  the 
patient  labeling  requirements  for  the 
remaining  prescription  drug  products. 
Responsibility  for  preparing  patient 
labeling  would  then  shift  to  drug 
manufacturers. 

The  agency  has  contracted  with  the 
Institute  of  Medicine  of  the  National 
Academy  of  Sciences  to  help  plan  a 
program  to  evaluate  the  potential 
requirements.  The  patient  labeling 
program  and  the  standards  for  the 
content  of  the  labeling  may  be  revised 
on  the  basis  of  this  evaluation,  and  of 
experience  gained  after  the  labeling 
program  is  underway. 

Definintions.  The  regulations  would 
provide  definitions  for  several  terms 
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used  throughout  the  proposed 
regulations.  Because  these  terms  may 
have  different  meanings  in  other 
contexts,  specific  definitions  for  them 
will  aviod  confusion  in  applying  the 
proposed  regulations.  The  definitions 
generally  follow  the  definitions  of  the 
same  terms  in  section  102  of  the  Drug 
Regulation  Reform  Act  of  1979,  S.  1045, 
96th  Cong..  1st  Sees.  (1979))  (the  Drug 
Reform  Act),  These  definitions  are 
properly  used  in  the  proposed  labeling 
regulations  because  they  are  clear  and 
concise,  and  they  will  eliminate 
confusion  in  the  interpretation  of  the 
regulations  and  because  it  is  desirable 
to  make  the  proposed  patient  labeling 
regulaions  as  compatible  as  possible 
with  the  potential  statutory 
requirements.  The  Drug  Reform  Act 
would  specifically  require  patient 
labeling  for  most  prescription  drug 
products,  thus  making  these  definitions 
particularly  appropriate  to  these 
proposed  regulations.  The  more 
significant  definitions  are  discussed  in 
the  following  paragraphs. 

The  term  “dispense"  would  mean  the 
act  of  delivering  a  prescription  drug 
product  to  a  patient  or  an  agent  of  the 
patient.  The  definition  of  the  term 
“dispense”  does  not  include  the  delivery 
of  a  nonprescription  drug  product,  or  the 
compounding,  packaging,  and  labeling  of 
a  drug  product  incident  to  preparing  it 
for  delivery  to  a  patient,  both  of  which 
are  included  in  the  Drug  Reform  Act’s 
definition  of  dispense.  Those  parts  of- the 
Drug  Reform  Act's  definition  do  not 
apply  to  the  dispensing  of  drug  products 
to  which  the  patient  labeling 
requirements  would  apply. 

The  term  “drug  product"  would  mean 
a  drug  th'st  contains  the  active  drug 
ingredient  alone  or  combined  with  pne 
or  more  components  in  a  finished 
dosage  form  capable  of  being  dispensed 
to  a  human  (except  for  packaging, 
labeling,  and  any  final  manipulation 
required  immediately  before 
dispensing).  The  definition  specifically 
includes  biological  products  licensed 
under  the  Public  Health  Service  Act  of 
1944  (42  D.S.C.  262)  and  regulated  by 
FDA's  Bureau  of  Biologies.  Biological 
products  are  also  human  "drugs"  as  that 
word  is  defined  in  setion  201(p)  of  the 
act  (21  U.S.C.  321(p)).  Biological 
products  and  their  manufacturers  are 
thus  subject  to  both  section  351  of  the 
Public  Health  Service  Act  and  the 
human  drug  provisions  of  the  Federal 
Food.  Drug,  and  Cosmetic  Act. 

Although  the  proposed  drug  product 
definition  differs  somewhat  in  wording 
from  that  contained  in  FDA's  existing 
bioavailability  and  bioequivalence 
regulations  (21  CFR  320.1(b)).  and  its 


current  good  manufacturing  practice 
(CGMP)  regulations  (21  CFR  210.3(b)(4). 
published  in  the  Federal  Register  of 
September  29. 1978  (43  FR  45014)).  FDA 
views  the  proposed  definition  for  the 
patient  labeling  requirements  to  be 
synonymous  with  the  definitions  in  each 
of  those  regulations.  One  exception  is 
that,  unlike  the  definition  in  the  CGMP 
regulations,  the  proposed  definition 
would  not  apply  to  a  placebo. 

The  term  “manufacturer"  would  mean 
a  person  who  manufactures  a  drug 
product.  The  definition  of  manufacturer 
in  these  patient  labeling  regulations 
would  not  affect,  however,  the 
requirements  for  the  identification  of  a 
manufacturer  on  the  label  of  a  drug 
product  under  §  201.1  (21  CFR  201.1). 

The  term  “pharmacist"  would  mean 
an  individual  who  may  legally  dispense 
prescription  drug  products,  and  the  term 
“practitioner"  would  mean  an  individual 
who  may  legally  prescribe  prescription 
drug  products.  In  this  preamble,  the 
prescriber  of  a  prescription  drug  product 
is  generally  referred  to  as  a  physician 
because  most  prescribers  are 
physicians.  Other  health  care 
professionals,  however,  may  legally 
prescribe  prescription  drug  products. 
Accordingly,  the  term  “practitioner"  is 
used  in  the  regulations  to  make  it  clear 
that  the  proposed  requirements  would 
apply  to  all  prescribers.  whether  or  not 
they  are  physicians. 

General  requirements  for  patient 
labeling.  The  proposed  regulations 
would  establish  general  requirements 
for  the  content  of  patient  labeling  for 
prescription  drug  products,  including 
biological  products  for  human  use. 
Patient  labeling  would  be  required  to  be 
WTitten  in  nontechnical  language  and  in 
a  nonpromotional  tone;  it  would  be 
based  primarily  on  physician  labeling 
required  for  the  drug  product  under 
§  201.100(d)  (21  CFR  201.100(d)). 

A  requirement  that  patient  labeling  be 
written  in  nontechnical  language  and 
that  it  be  nonpromotonal  in  tone 
provides,  at  best,  an  imprecise  standard. 
It  is  important,  however,  to  prohibit  the 
use  of  patient  labeling,  which  is 
intended  to  provide  important  drug 
information  to  a  lay  audience,  as  a 
means  of  promoting  the  use  of 
precription  drug  products. 

The  contribution  that  patient  labeling 
makes  to  the  patient's  safe  and  effective 
use  of  prescription  drug  products 
depends  to  a  significant  extent  upon 
whether  the  labeling  is  understandable, 
informative,  accurate,  and  precise. 
Health  care  concepts  that  patient 
labeling  is  intended  to  provide  to 
patients,  particularly  those  concepts 
involving  the  safe  and  effective  use  of 


prescription  drug  products,  are 
essentially  the  same  conepets  commonly 
communicated  in  physician  labeling,  for 
example:  (1)  the  benefit-to-risk 
assessments  applicable  to  the  use  of  a 
prescription  drug  product,  (2)  the 
therapeutic  importance  of  closely 
following  the  drug  regimen,  and  (3)  the 
significance  the  patient  should  attach  to 
both  beneficial  and  adverse  effects  from 
the  product.  Many  of  those  concepts, 
however,  are  difficult  to  convey  to 
persons  who  lack  professional  training 
or  experience  in  the  use  of  prescription 
drug  products.  Patient  labeling,  no 
matter  how  simply  written,  may  still  be 
unable  to  convey  all  of  those  concepts  to 
all  individuals.  'Thus,  in  writing  patient 
labeling,  the  information  the  labeling 
contains  and  the  language  used  must  be 
carefully  considered  to  provide  the  most 
useful  information  to  patients. 

The  agency  considered  establishing  a 
minimum  reading  level  for  patient 
labeling.  FDA’s  review  of  readability 
concepts  revealed,  however,  that 
reading  tests  may  be  unreliable  when 
applied  to  patient  labeling,  and  patients 
may  become  dissatisfied  with  written 
information  that  is  prepared  at  a  very 
low  reading  level.  A  copy  of  a  report  on 
FDA’s  review  has  been  placed  on  file  in 
the  Hearing  Clerk’s  office.  Nevertheless, 
the  agency  will  continue  to  insist  that 
technical  information  about  prescription 
drug  products  be  simplified  to  address  a 
lay  audience.  Those  individuals  who 
desire  labeling  with  more  information, 
and  in  greater  detail,  than  the  patient 
labeling  provides  may  ask  their 
physician  or  pharmacist  for  a  copy  of 
the  professional  labeling  that 
accompanies  the  drug  product. 

In  addition,  there  are  other  large 
segments  of  the  population  who  would 
not  benefit  from  patient  labeling 
required  under  these  proposed 
requirements.  For  example,  individuals 
whose  primary  language  is  not  English 
and  some  handicapped  persons,  such  as 
the  blind,  may  only  be  served  by  patient 
labeling  that  is  written  in  a  language 
other  than  English  or  in  a  different 
format,  such  as  braille.  To  require  the 
preparation  and  distribution  of  patient 
labeling  in  languages  other  than  English, 
however,  would  add  significantly  to  the 
economic  effects  of  these  patient 
labeling  regulations.  The  additional 
labeling  would  increase  production  as 
well  as  distribution  costs  and  present 
other  problems,  particularly  in 
determining  to  which  areas  of  the 
country  it  should  be  sent.  The  literal 
translation  of  the  English  language 
patient  labeling  into  another  language 
also  may  not  produce  a  useful  patient 
labeling  text.  Accordingly.  FDA  is  not 


Federal  Register  /  Vol.  44,  No.  131  /  Friday,  July  6,  1979  /  Proposed  Rules 


40027 


prepared  at  this  time  to  propose 
regulations  that  would  require  the 
production  and  distribution  of  non- 
English  or  special  format  patient 
labelings.  However,  the  agency  proposes 
to  permit  but  not  require  manufacturers, 
distributors,  and  dispensers  of 
prescription  drug  products  to  produce 
and  distribute  patient  labeling  in  a 
language  other  than  English  or  in  braille. 
Manufacturers  and  distributors  would 
be  permitted  to  provide  the  non-English 
and  special  format  patient  labeling  in 
addition  to  the  English  labeling.  Unlike 
the  English  labeling,  however,  the  non- 
English  and  special  format  labeling 
would  not  be  required  to  accompany  the 
drug  physically,  but  could  be  shipped 
separately.  For  example,  Spanish 
language  patient  labeling  could  be 
directed  to  areas  such  as  New  York, 
Miami,  and  the  southwestern  United 
States,  where  large  Spanish  speaking 
populations  exist.  In  the  Commonwealth 
of  Puerto  Rico  or  in  a  territory  in  which 
the  predominant  language  is  one  other 
than  English,  however,  manufacturers, 
or  distributors  may  completely 
substitute  labeling  in  the  predominant 
language  for  the  English  labeling  (21 
CFR  201.15).  The  agency  encourages 
comments  and  suggestions  on  ways  to 
promote  further  the  distribution  of  non- 
English  patient  labeling. 

Patient  labeling  for  a  prescription  drug 
product  would  be  required  to  be  based 
primarily  on  the  physician  labeling 
required  for  the  product  under 
§  201.100(d).  Physician  labeling  for  a 
prescription  drug  product  provides  the 
information  the  physician  needs  to 
prescribe  the  product  under  conditions 
that  will  maximize  the  product’s  safety 
and  effectiveness.  Physician  labeling  is 
a  dependable  source  of  information 
about  the  use  of  the  product,  including 
its  indications,  effects,  dosages,  routes, 
methods,  and  frequency  and  duration  of 
administration,  and  any  relevant 
warnings,  hazards,  contraindications, 
side  effects,  and  precautions,  and  thus, 
provides  the  best  source  of  information 
for  patients  about  the  safe  and  effective 
use  of  the  drug  product. 

As  a  legal  matter,  statements  in 
patient  labeling  cannot  conflict  with 
statements  in  physician  labeling  without 
misbranding  the  drug  product.  At  the 
same  time,  the  proposed  requirements 
recognize  that  there  may  be  substantial 
differences  between  the  physician  and 
patient  labeling  for  a  particular  product. 
For  example,  the  patient  labeling,  may 
not  discuss  each  of  the  subjects 
discussed  in  the  product's  physician 
labeling;  and  may  not  contain  as 
thorough  a  discussion  of  a  subject  as  the 
!)hysician  labeling.  On  the  other  hand. 


some  information  that  does  not  appear 
in  physician  labeling  may  be  required  to 
appear  in  patient  labeling,  such  as  the 
consequences  of  the  patient’s  failure  to 
follow  the  prescribed  regimen.  Although 
that  information  may  be  well  know  to 
physicans,  patients  may  be  unaware  of 
it  unless  it  appears  in  patient  labeling. 
Accordingly,  although  patient  and 
physician  labeling  will  be  held  to  the 
same  legal  standards  (that  is,  neither 
may  be  false  or  misleading),  the 
application  of  the  standards  may  differ. 

Information  required  in  patient 
labeling.  There  are  significant 
differences  between  the  indications, 
warnings,  adverse  reactions,  and  other 
information  that  patient  labeling  will 
convey  for  different  drug  products  and 
classes  of  drug  products.  These  patient 
labeling  regulations  through  the  use  of 
general  requirements  that  can  be 
applied  in  practice  to  most  prescription 
drug  products  contain  sufficient 
flexibility  to  meet  these  objectives.  As 
FDA’s  experience  in  patient  labeling 
increases,  more  specific  requirements 
may  be  proposed.  To  that  end,  FDA 
intends  to  continue  to  collect  and  make 
publicly  available  information  on 
drafting  and  using  patient  labeling  from 
which  decisions  about  the  most 
appropriate  form  and  content  of  labeling 
can  be  made. 

Under  the  proposed  regulations, 
patient  labeling  would  be  required  to 
contain  a  summary  of  the  essential 
information  for  patients  about  the  use  of 
the  drug  product.  This  information 
would  include  the  drug’s  indications 
(that  is,  the  conditions  for  which  the 
drug  may  be  legally  marketed),  the 
contraindications  to  the  use  of  the  drug 
product  (that  is,  the  conditions  under 
which  the  drug  should  not  be  used),  the 
serious  adverse  reactions  and  potential 
safety  hazards  that  may  arise  from  the 
use  of  the  product,  and  a  statement 
recommending  that  the  patient  carefully 
read  the  full  patient  labeling 
information. 

As  explained  more  fully  below,  the 
summary  may  be  omitted  from  shorter 
patient  labeling  pieces.  For  longer 
patient  labeling,  the  summary  is 
intended  to  provide  patients  with  a  clear 
and  concise  statement  of  the  more 
important  information  about  the  drug 
product  even  though  the  information  is 
repeated  in  the  more  detailed  portion  of 
the  labeling.  Some  patients  may  find  the 
full  patient  labeling  too  long  and  too 
comprehensive  for  their  needs.  In 
addition,  if  important  information  is 
emphasized  in  the  summary  and 
repeated  in  the  full  patient  labeling, 
patients  may  be  more  likely  to  recognize 
the  importance  of  the  information  and 


be  better  able  to  remember  it.  Placing 
important  information  in  a  summary  that 
precedes  other  more  detailed 
information  is  consistent  with  the 
previously  discussed  literature  that 
suggests  that  patients  remember  what 
they  are  told  first. 

Following  the  summary,  patient 
labeling  would  be  required  to  include 
more  lengthy  and  detailed  information 
about  the  drug  product.  Because  the 
importance  of  specific  items  of 
information  may  vary  among  drug 
products  and  because  the  best  format 
for  presenting  patient  labeling 
information  to  patients  may  vary  for 
different  drug  products,  the  information 
would  not  be  required  to  appear  in  a 
specific  format.  'The  agency,  however, 
requests  specific  comments  about 
whether  a  uniform  format  should  be 
required. 

Identification  of  the  drug  product. 
Patient  labeling  would  be  required  to 
identify  the  name  of  the  drug  product 
and  the  company  or  organization 
responsible  for  the  labeling.  If  the 
labeling  applied  to  only  on  drug  product, 
it  would  be  required  to  bear  the 
product’s  established  name.  The 
labeling  may  also  bear  a  manufacturer’s 
or  distributor’s  brand  name  for  a 
product,  in  addition  to  its  established 
name.  Because  some  drug  products  may 
not  have  an  established  name,  the 
proposed  regulations  would  permit 
those  products  to  be  designated  solely 
by  a  brand  name. 

The  established  name  of  the  drug 
product  is  commonly  referred  to  as  its 
“generic”  name.  Because  most  drug 
products  that  are  manufactured  by 
several  different  companies  have  the 
same  established  names,  patients  who 
may  receive  different  manufacturer’s 
brands  of  a  drug  product  will  be  assured 
of  receiving  patient  labeling  identifying 
the  product  as  the  same  drug.  Also, 
because  patients  are  generally 
unfamiliar  with  prescription  drug 
products’  names,  the  agency  encourages 
manufacturers  to  include  a 
pronunciation  guide  for  the  brand  name, 
established  name,  or  class  name,  as 
appropriate. 

The  patient  labeling  regulations  would 
also  be  applied  to  drug  products  on  the 
basis  of  the  class  to  which  the  drug 
products  belong.  In  such  cases,  “class 
labeling”  would  be  established  for  a 
number  of  similar  drug  products  that 
may  have  different  established  names. 
The  current  patient  labeling  for 
estrogenic,  oral  contraceptive,  and 
progestational  drug  products  are 
examples  of  class  labeling.  Class 
labeling  would  be  permitted  only  for 
those  drug  products  for  which  FDA 
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establishes  a  class  labeling  guideline. 
Class  labeling  would  present  an 
advantage  to  dispensers,  because  it 
would  permit  them  to  store  and  dispense 
the  same  patient  labeling  for  several 
different  drug  products. 

Patient  labeling  would  also  be 
required  to  contain  a  statement  of  the 
route  of  administration  of  the  drug 
product,  if  it  is  not  for  oral  use.  and  the 
name  and  place  of  business  of  the 
manufacturer  or  distributor  as  required 
for  the  label  of  the  drug  product  under 
§  201.1  (21  CFR  201.1).  The  name  and 
place  of  business  of  the  dispenser,  if  it 
appears  in  the  labeling,  would  be 
required  to  be  stated  as  required  for  the 
packer  or  distributor  under  §  201.1.  That 
information  would  permit  easy 
identification  of  the  company  or 
business  responsible  for  the  labeling. 

Patients  often  have  several  different 
prescription  drug  products  in  their 
homes,  and  they  may  have  prescriptions 
filled  for  several  different  drug  products 
at  the  same  time.  Accordingly,  a 
mechanism  is  needed  to  help  the  patient 
match  the  drug  product  to  the  correct 
labeling.  The  regulations  would  require 
that  the  dispenser  establish  and  follow  a 
procedure  that  would  ensure  that  the 
patient  can  match  the  correct  patient 
labeling  piece  with  the  drug  product. 
Acceptable  procedures- would  require 
the  prescription  number  to  appear  on 
the  patient  labeling  piece,  or  require  the 
name  of  the  drug  product,  as  stated  in 
the  patient  labeling,  to  appear  on  the 
drug  product’s  customized  label  that  the 
dispenser  affixes  to  the  product  when  it 
is  dispensed.  The  dispenser  of  the  drug 
product  can  easily  apply  the 
prescription  number  to  the  patient 
labeling,  or  apply  the  drug  product’s 
name  to  its  label,  when  the  drug  product 
is  dispensed.  A  drug  product  marketed 
in  a  unit-of-use  package  would  generally 
comply  with  that  requirement. 

Although  the  proposed  regulations 
would  apply  to  fndividual  drug  products, 
they  would  permit,  but  not  require, 
dispensers  to  use  uniform  or  “generic" 
labeling  for  all  members  of  a  class  of 
drug  products  and  for  all  brands  of  a 
particular  drug  product.  Generic  labeling 
would  relieve  some  of  the  difficulties 
dispensers  would  face  in  storing, 
collating,  and  distributing  a  large 
number  of  individualized  patient 
labeling  leaflets  that  differ  from  one 
another  only  with  respect  to  the  brand 
name  and  a  description  of  the  drug 
product.  The  use  of  generic  labeling  by 
those  dispensers  who  find  it  useful 
would  significantly  reduce  the 
dispenser’s  burden,  a  consideration  that 
may  outweigh  the  benefits  to  the  patient 
of  patient  labeling  that  only  applies  to  a 


specific  drug  product.  Manufacturers, 
distributors,  or  dispensers  may  also 
prepare  a  single  patient  labeling  piece 
for  all  dosage  forms  (e.g.,  oral, 
injectable,  suppository)  of  a  drug 
product.  Each  dosage  form  must  be 
identified  and  information  about  it 
provided  in  the  labeling. 

There  are  some  advantages,  however, 
to  the  use  of  product-specific  labeling.  It, 
would  describe  the  drug  product  and 
identify  its  name  and  source.  That 
information  may  help  dispensers  update 
or  recall  labeling  and  may  provide  some 
assurance  that  a  specific  manufacturer’s 
labeling  will  be  dispensed  with  its  drug 
product,  a  consideration  that  may  be 
important  to  some  manufacturers  and 
dispensers.  Drug  product  specific 
labeling  may  also  benefit  patients  to  the 
extent  that  they  would  receive  a  written 
physical  description  of  the  drug  product, 
which  may  help  them  identify  the  drug 
product  and  coordinate  it  with  the 
patient  labeling.  The  proposed 
regulations  would  clearly  permit 
product-specific  patient  labeling.  The 
proposal,  however,  would  also  permit 
the  use  of  uniform  or  generic  patient 
labeling  because  of  its  benefits  to 
distributors  and  dispensers. 

Indications  for  use.  Patient  labeling 
would  be  required  to  contain  a 
statement  identifying  the  major 
indications  for  use  of  the  drug  product, 
that  is.  the  uses  identified  in  the 
physician  labeling  and  for  which  the 
drug  product  may  be  legally  marketed. 
Patient  labeling  would  not  be  required 
to  identify  all  of  the  indications 
contained  in  the  physician  labeling  and. 
thus,  indications  for  which  a  drug 
product  would  be  prescribed  rarely 
might  not  be  included  in  patient  labeling 
for  the  drug  product.  As  discussed  more 
fully  below,  the  proposal  would  permit 
FDA  to  exempt  patient  labeling  from 
certain  patient  labeling  requirements. 

An  exemption  would  apply  when,  in 
FDA’s  view,  less  than  all  of  the  drug 
product’s  indications  are  necessary  in 
the  drug  product’s  patient  labeling.  In 
addition  to  its  indications,  if  it  would  be 
helpful  for  patients  to  know  how  a  drug 
product  works,  the  labeling  would  be 
required  to  contain  a  brief  statement 
about  the  action  of  the  drug  product,  if  it 
is  known. 

Patient  labeling  that  identifies  less 
than  all  of  the  indications  contained  in 
the  physician  labeling  would  still  be 
appropriate  for  the  patient  who  is 
prescribed  the  drug  product  for  an 
indication  that  is  not  identified  in  the 
labeling.  The  other  information  in  the 
labeling,  such  as  that  for  adverse  effects, 
would  still  be  pertinent. 


Some  prescription  drug  products  may 
have  several  major  indications,  each  of 
which  calls  for  different  kinds  of 
information  in  patient  labeling.  In  other 
cases,  patient  labeling  containing 
information  about  all  of  a  drug  product's 
major  indications  might  be  too  lengthy 
and  confusing.  The  problem  presented 
by  patient  labeling  that  emphasizes  one 
indication  of  a  drug  product  over 
another  has  already  arisen  with  regard 
to  estrogenic  drug  products.  Because  the 
estrogen  patient  labeling  is 
inappropriate  for  male  patients,  the 
agency  proposed  in  the  Federal  Register 
of  April  17, 1979  (44  FR  22752).  to  amend 
the  regulation  so  that  it  would  not  apply 
when  the  drug  product  is  dispensed  or 
administered  to  a  male  patient.  One 
resolution  of  the  problem  under  the 
proposed  regulations  is  to  permit  the 
physician  to  direct  that  the  dispenser 
withhold  the  patient  labeling. 
Nevertheless,  comments  and 
sugggestions  are  requested  about  other 
ways  that  indication-specific  labeling 
can  be  provided  to  appropriate  patients. 

Under  the  proposed  regulations,  the 
agency  would  be  able  to  require  that  the 
patient  labeling  for  a  particular  drug 
product  or  class  of  drug  products  state 
that  there  is  a  lack  of  evidence  of 
effectiveness  of  the  product  for  an 
indication,  if  there  is  a  common  belief 
among  patients  or  physicians  that  the 
drug  product  is  effective  for  that 
indication,  but  the  preponderance  of  the 
evidence  related  to  the  indication 
suggests  that  the  drug  product  is 
ineffective  for  that  use.  Drug  labeling 
does  not  always  contain  the  most 
current  information  and  opinion 
available  to  physicians  about  a  drug 
product.  Advances  in  medical 
knowledge  and  practice  concerning  a 
drug  inevitably  precede  formal  labeling 
changes  that  reflect  the  new 
information.  Thus,  good  medical 
practice  and  patient  welfare  require  that 
physicians  remain  free  to  use  drug 
products  according  to  their  best 
knowledge  and  judgment.  .Nevertheless, 
in  some  cases  the  common  use  of  a  drug 
product  for  an  indication  not  found  in 
physician  labeling  continues  despite 
evidence  that  the  drug  product  is  not 
effective  for  that  use.  Accordingly,  when 
evidence  is  available  to  FDA  that 
physicians  or  patients  consider  a  drug 
product  to  be  effective  for  an  indication 
not  identified  in  the  physician  labeling, 
despite  a  preponderance  of  evidence 
that  the  drug  product  is  not  effective  for 
that  use,  the  patient  labeling  would  state 
that  the  drug  product  has  not  been 
showm  effective  for  that  indication. 

Contraindications  to  use.  Patient 
labeling  would  be  required  to  identify 
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the  conditions  under  which  the  drug 
product  is  not  to  be  used  for  its  labeled 
indications,  that  is,  the 
contraindications  to  the  use  of  the 
product.  The  patient  labeling  would 
contain  in  nontechnical  language  the 
information  contained  in  the 
contraindications  section  of  the 
physician  labeling  for  the  drug  product. 
This  information  would  advise  the 
patient  whether  specific  items  in  his  or 
her  medical  history  would  lead  the 
physician  not  to  prescribe  the  drug 
product.  For  example,  the  drug  product 
may  be  contraindicated  if  the  patient 
has  previously  had  an  allergic  reaction 
to  it.  if  the  patient  is  pregnant,  if  the 
patient  is  taking  certain  other 
medication,  or  if  the  patient  has  a 
condition  of  which  the  physican  was 
unaware. 

Serious  adverse  reactions  and 
potential  safety  hazards.  Patient 
labeling  would  be  required  to  contain  a 
statement  of  the  serious  adverse 
reactions  and  potential  safety  hazards 
that  may  result  from  the  use  of  the  drug 
product.  This  information  would  be  a 
restatement  in  nontechnical  language  of 
the  information  contained  in  the 
warning  section  of  the  physician 
labeling.  Under  the  proposed  regulations 
FDA  could  require  a  warning  statement 
in  patient  labeling  about  an  adverse 
reaction  from  a  use  not  included  in  the 
indications  section  of  the  labeling,  if 
that  use  of  the  drug  product  were 
associated  with  a  serious  risk  or  hazard. 
Patient  labeling,  however,  would 
generally  contain  statements  of  serious 
adverse  reactions  and  potential  safety 
hazards  about  the  use  of  the  drug 
product  only  for  its  labeled  indications. 

The  agency  could  also  require  patient 
labeling  to  disclose  certain  serious 
adverse  reactions  or  safety  hazards  in  a 
prominently  displayed  box,  in  boldface 
type,  or  to  emphasize  them  in  some 
other  fashion.  Such  "boxed  warnings” 
would  generally  be  used  to  call  attention 
to  similar  warnings  in  physician 
labeling.  For  example.  §  310.501(a)(2)(v) 
(21  CFR  310.501(a)(2)(v))  requires  patient 
labeling  for  oral  contraceptive  drug 
products  to  contain  a  boxed  warning 
about  cigarette  smoking  and  oral 
contraceptive  use.  The  drug  product 
would  be  misbranded  if  the  patient 
labeling  did  not  bear  a  required  boxed 
warning. 

Precautions  for  patients.  Patient 
labeling  for  a  prescription  drug  would 
also  be  required  to  contain 
precautionary  information  for  the 
patient  about  the  proper  use  of  the  drug 
product.  These  precautions  might 
include  activities  the  patient  should 
avoid  while  taking  the  drug  product, 


such  as  driving  or  sunbathing,  or  a  list  of 
other  drugs,  foods,  or  other  substances 
the  patient  should  avoid  because  of 
possible  interaction  with  the  drug 
product.  This  information  would 
obviously  help  patients  use  the  drug 
product  under  conditions  that  would 
promote  both  the  safety  and  the 
effectiveness  of  the  drug  product. 

Patient  labeling  would  be  required  to 
contain  a  discussion  of  the  risks  to  both 
a  pregnant  woman  and  the  unborn  child 
from  the  use  of  the  drug  product  during 
pregnancy,  labor,  and  delivery.  The 
labeling  would  also  describe  the  long¬ 
term  effects  of  the  drug  product  on  the 
child,  if  they  are  known. 

All  drug  products  with  the  potential 
for  use  in  pregnant  women  would  be 
required  to  bear  labeling  that  discusses 
any  risks  to  the  pregnant  woman  and 
her  unborn  child,  including  any  long¬ 
term  effects.  Information  about  the  use 
of  a  drug  product  during  labor  or 
delivery,  however,  would  be  limited  to 
those  drug  products  that  have  a 
recognized  use  during  labor  or  delivery. 
A  recognized  use  would  include 
common  and  widespread  use  of  the  drug 
product  during  labor  or  delivery, 
whether  or  not  the  product  were 
specifically  labeled  for  that  use.  A  drug 
product  that  is  not  labeled  for  specific 
use  during  labor  or  delivery  may  still  be 
so  used. 

Patient  labeling  would  also  be 
required  to  contain  the  following 
precautionary  information;  (1) 
information' about  excretion  of  the  drug 
in  human  milk  and  its  risk  to  a  nursing 
infant,  (2)  information  about  risks  to 
pediatric  patients  or  other  identifiable 
populations  from  the  use  of  the  drug 
product,  and  (3)  information  about  the 
carcinogenicity,  mutagenicity,  or  the 
effects  on  reproduction  of  the  drug 
product. 

Information  about  adverse  effects. 
Patient  labeling  would  be  required  to  list 
and  describe  frequently  occurring 
adverse  effects  from  the  use  of  the  drug 
product.  The  list  would  be  required  to 
characterize  and  summarize  the  effects 
in  a  manner  that  would  help  patients 
understand  and  remember  them.  In 
practice,  methods  of  organizing  this 
information  for  various  drug  products 
might  differ.  For  example,  adverse 
effects  might  be  organized  by  the  organ 
systems  in  which  they  occur,  by  their 
severity,  by  the  frequency  with  which 
they  occur,  by  preventative  or  curative 
actions  the  patient  may  take  if  they 
occur,  by  any  combination  of  these 
categories,  or  by  any  other  appropriate 
method  that  would  provide  patients  with 
the  information.  Wherever  possible  the 
approximate  frequency  with  which  the 


adverse  effects  occur  should  be  stated. 
Finally  patient  labeling  would  also  be 
required  to  identify  the  risks,  if  any,  of 
the  patient  developing  a  tolerance  to  or 
a  dependence  upon  the  drug,  and 
describe  what  the  patient  should  do  in 
case  of  an  overdosage  or  if  a  dose  is 
missed. 

Storage  and  handling  information.  If  a 
drug  product  requires  special  handling 
and  storage  conditions  to  maintain  its 
quality  after  it  has  been  dispensed  to  the 
patient,  the  patient  labeling  for  the  drug 
product  would  also  be  required  to 
contain  information  about  those 
conditions.  For  example,  if  a  drug 
product  must  be  refrigerated,  kept  in  an 
air-tight  container,  or  not  exposed  to 
direct  sunlight,  the  patient  labeling 
would  be  required  to  provide  that 
information  to  the  patient. 

Additional  required  information. 
Patient  labeling  would  be  required  to 
contain  other  information.  A  statement 
would  be  required  informing  the  patient 
that  the  drug  product  has  been 
prescribed  for  the  sole  purpose  of 
treating  the  patient’s  condition  and  must 
not  be  used  for  other  conditions  or  given 
to  other  individuals.  Another  statement 
would  inform  the  patient  that  the  safety 
and  effectiveness  of  the  drug  product 
depend  upon  the  patient  taking  it  as 
directed.  A  third  statement  would  stress 
to  the  patient  the  importance  of  not 
using  the  patient  labeling  to  self- 
diagnose  other  conditions  or  to  use  the 
drug  product  for  any  purpose  other  than 
the  purpose  for  which  it  was  prescribed. 
The  net  effect  of  these  statements  would 
stress  to  the  patient  that  the  use  of  a 
prescription  drug  product  is  a  serious 
matter  and  that  it  is  ultimately  the 
patient’s  responsibility  to  comply  with 
the  prescribed  treatment. 

The  patient  labeling  would  also  be 
required  to  contain  a  statement  that  the 
physician  labeling  for  the  drug  product 
(requir3d  under  §  201.100(c)(1)  (21  CFR 
201.100(c)(1))),  that  is,  the  drug  product’s 
“package  insert”  is  available  from  the 
patient’s  pharmacist  or  physician.  Many 
persons,  including  some  pharmacists 
and  physicians,  erroneously  believe  that 
State  or  Federal  law  prohibits  providing 
a  drug  product’s  official  package  insert 
to  patients.  No  such  prohibition  exists. 
Moreover,  the  package  insert  for  a  drug 
product  provides  the  most  detailed  and 
comprehensive  information  about 
prescription  drug  products  and  should 
be  available  to  any  patient  who  desires 
it.  FDA  routinely  provides  copies  of  the 
drug  product’s  package  insert  to  any 
person  who  requests  it.  Although  the 
package  insert  for  a  drug  product  may 
be  too  technical  for  most  patients  to 
easily  understand,  patients  should  not 
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be  denied  access  to  this  information. 
Pharmacists  and  physicians  are  able  to 
answer  questions  about  the  labeling  and 
thereby  reduce  the  amount  of  confusion 
produced  by  its  technical  language. 

Finally,  patient  labeling  for  a  drug 
product  would  be  required  to  contain 
the  date,  identified  as  such,  of  the  most 
recent  revision  of  the  labeling.  The  date 
would  be  prominently  placed 
immediately  after  the  last  section  of  the 
labeling.  The  date  the  patient  labeling 
was  issued  or  revised  would  advise 
patients,  pharmacists,  and  physicians  of 
how  current  the  labeling  is,  and  will 
facilitate  the  replacement  or  recall  of  old 
labeling.  Placing  the  revision  date  at  the 
end  of  the  labeling  conforms  to  the 
practice  of  many  manufacturers  in 
dating  physician  labeling. 

Exemptions  from  specific  patient 
labeling  requirements.  The  regulatory 
requirements  for  patient  labeling  are 
intended  to  be  exhaustive  as  to 
information  to  be  given  to  patients. 
Nevertheless,  to  require  patient  labeling 
for  all  drug  products  to  contain  a 
summary  and  each  detailed  item  of 
information  required  by  the  regulations 
may  not  be  necessary.  Accordingly,  the 
proposal  would  permit  FDA  to  exempt 
patient  labeling  for  certain  drug 
products  from  some  requirements.  An 
exemption  would  be  allowed  if  the 
information  were  clearly  inapplicable  to 
the  drug  product  or  its  intended  patient 
population,  or  the  agency  concludes  that 
the  information  w'ould  otherwise  not  be 
necessary  for  the  protection  of  the 
public  health.  The  amount  of 
information  the  labeling  contains  would 
also  be  considered.  If  too  much 
information  is  included  in  patient 
labeling,  patients  may  not  read  the 
labeling,  or  if  they  do  read  it,  they  may 
find  it  too  difficult  to  remember  the  most 
important  information.  Under  the 
proposed  regulations,  the  agency’s 
conclusion  that  certain  information  need 
not  appear  in  the  patient  labeling  for  a 
particular  drug  product  could  be 
expressed  by  the  recommended  labeling 
text  that  FDA  would  make  publicly 
available  as  a  guideline  under  §  10.90(b) 
(21  CFR  10.90(b)).  A  person  might  also 
request  an  advisory  opinion  from  the 
agency  under  §  10.85  (21  CFR  10.85) 
about  whether  certain  information  may 
be  omitted  from  the  patient  labeling  of  a 
drug  product  or  class  of  drug  products. 
An  exemption  would  also  be  available  if 
approved  under  section  505  of  the  act 
and  Part  314  as  part  of  an  approved 
NDA  for  the  drug  product. 

An  exemption  would  depend  upon  the 
applicability  of  the  information  to  the 
patient’s  choice  or  use  of  the  product. 

For  example,  some  prescription  topical 


cream  drug  products  may  not  require  in 
their  labeling  a  statement  of  activities, 
drugs,  foods,  or  other  substances  a 
patient  should  avoid  when  taking  the 
drug  product  or  information  on  risks 
from  the  use  of  the  drug  product  during 
pregnancy,  labor,  delivery,  or  nursing  if 
the  product  is  not  absorbed 
systemically.  The  labeling  of  other  drug 
products  may  not  require  other  items  of 
information.  Most  patient  labeling, 
however,  would  be  required  to  contain 
most  of  the  required  information, 
because  most  of  the  items  of  information 
would  be  important  to  the  patient’s  use 
of  the  product. 

Minimum  Printing  Specifications 

An  objective  standard  for  the  size  of 
type  used  in  patient  labeling  is  needed 
to  ensure  that  most  patients  will  be  able 
to  read  the  labeling.  Accordingly,  the 
regulations  would  require  a  minimum 
letter  height  of  l/l6  inch,  which  would 
be  measured  on  the  lower  case  letter 
“o”.  The  body  copy  would  not  be 
permitted  to  contain  condensed  type  or 
less  than  one-point  leading  (the  space 
between  the  lines).  Lightface  type  and 
small  captial  letters  would  also  be 
prohibited. 

These  proposed  requirements  clarify 
existing  requirements  for  patient 
labeling  for  oral  contraceptive  and 
estrogen  drug  products  which  although 
unclear,  are  intended  to  require  one- 
point  leading  as  a  minimum  for  line 
spacing..The  proposed  regulations  also 
require  the  minimum  letter  height  to  be 
based  upon  the  lower  case  letter  “o" 
instead  of  permitting  a  letter  height  to  be 
based  upon  a  lower  case  letter 
equivalent  to  "o",  as  provided  in  the  oral 
contraceptive  and  estrogen  patient 
labeling  requirements.  That  revision  will 
avoid  confusion  about  what  may  be  an 
equivalent  letter  to  the  lower  case  letter 
“o"  and  the  revised  requirement  would 
be  adequate  to  ensure  that  legible 
labeling  is  obtained.  The  agency 
encourages  persons  responsible  for  the 
printing  of  patient  labeling  to  take  other 
steps  to  make  patient  labeling  as  legible 
a  possible.  These  proposed  printing 
.  specifications  would  be  minimum 
requirements  and  manufacturers  would 
be  free  to  use  larger  type,  graphics, 
layout,  and  other  techniques  that  would 
produce  patient  labeling  that  can  be 
easily  read. 

Implementation  of  the  General  Patient 
Labeling  Regulations 

Although  these  general  patient 
labeling  regulations  would  ultimately 
require  patient  labeling  to  be  dispensed 
with  most  prescription  drug  products, 
FDA  intends  to  implement  the 


regulations  gradually.  The  agency 
intends  to  publish  in  the  Federal 
Register  the  draft  and  final  patient 
labeling  guideline  texts  for 
approximately  the  first  10  drug  products 
to  which  the  regulations  vvill  apply. 

After  the  first  group  of  guideline  texts. 
FDA  intends  to  publish  a  notice  of 
availability  of  the  draft  and  final 
guideline  texts  for  products  to  which  the 
regulation  would  be  applied  during  the 
remainder  of  Phase  I  of  the 
implementation  schedule,  approximately 
50  to  75  drug  products  and  drug  classes. 
In  either  case,  the  intial  Federal  Register 
notice  for  each  product  or  class  will 
describe  the  draft  guideline  and  ask  any 
interested  person  to  submit  written 
comments  on  it  for  consideration  in 
determining  whether  it  should  be 
revised  before  being  developed  as  a 
final  guideline  text.  The  notice  of  the 
draft  guideline  will  provide  generally  60 
days  in  which  interested  persons  may 
submit  comments  on  the  guideline,  but 
the  notice  may  provide  for  a  shorter 
comment  period.  All  comments  received 
on  a  draft  guideline  will  be  carefully 
considered,  but  FDA  is  under  no  legal 
obligation  to  reply  publicly  to  the 
comments  received  on  a  guideline,  and 
to  do  so  would  substantially  delay 
making  the  guideline  effective.  After 
FDA  reviews  the  comments,  it  will 
publish  a  final  guideline  labeling  text. 
The  requirement  for  patient  labeling  for 
a  drug  product,  however,  would  not  be  ' 
final  until  the  availability  of  the  final 
guideline  labeling  text  is  announced  in 
the  Federal  Register.  That  notice  would 
also  give  a  date  in  the  future  (generally 
120  days  after  the  date  of  publication  in 
the  Federal  Register  by  which  the 
product  or  class  of  products  would  be 
required  to  comply  with  the  patient 
labeling  regulations.  The  notices  would 
not  solicit  comments  about  whether  the 
patient  labeling  requirements  should  be 
applied  to  the  product  nor  would  they 
provide  an  opportunity  to  comment  on 
that  issue.  Notice  and  opportunity  to 
comment  are  not  necessary  because  this 
proposal,  when  finalized,  would  require 
patient  labeling  for  all  prescription  drug 
products.  Each  subsequuent  notice 
would  simply  announce  a  date  when  the 
regulations  would  be  effective  for  a 
specific  drug  product  or  drug  class  and 
would  provide  sufficient  time  for 
preparing  and  distributing  the  labeling. 
Persons  responsible  for  the  patient 
labeling  may  rely  upon  the  final 
guideline  patient  labeling  text  to  meet 
the  specific  regulatory  requirements. 

The  status  of  an  FDA  guideline  is 
described  in  §  10.90(b). 

In  sum,  the  final  guideline  patient 
labeling  text  represents  that  labeling 
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which  FDA  believes  would  comply  with 
the  general  patient  labeling  regulations. 
Manufacturers  may  deviate  from  the 
text  of  a  published  guideline  as  long  as 
the  labeling  text  provided  to  patients 
still  conforms  to  the  patient  labeling 
regulations.  Significant  deviation  from  a 
guideline,  however,  such  as  the  omission 
of  a  warning  or  other  significant 
information,  would  not  be  viewed  as 
compliance  with  the  regulation. 

FDA  will  establish  and  incorporate  in 
the  regulations  a  list  of  drug  products  or 
drug  classes  for  which  guideline  patient 
labeling  has  been  published.  The  list 
and  copies  of  guideline  patient  labeling 
will  be  available  from  the  Hearing  Clerk 
(HFA-305),  Food  and  Drug 
Administration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,  MD  20857, 

Preparation  of  guideline  patient 
labeling.  The  agency  has  used  various 
methods  for  developing  the  content  of 
patient  labeling  that  is  currently 
required.  It  has  used  notice  and 
comment  rulemaking  to  develop  the 
actual  labeling  text  for  certain 
intrauterine  devices  used  for 
contraception  that  are  considered  to  be 
drugs  (21  CFR  310.502).  It  has  also 
developed  labeling  content  through  a 
combination  of  regulations  and 
guideline  labeling  for  oral 
contraceptives  and  estrogens  for  general 
use  (21  CFR’310.501(a)  and  310.515).  As 
new  patient  labeling  requirements  are 
implemented,  the  agency  will  continue 
to  examine  various  methods  for 
developing  patient  labeling.  Several 
organizations  and  groups  have  been 
considered  as  potential  drafters  of 
patient  labeling,  including  some  non¬ 
governmental  organizations.  Using 
standard  Federal  procurement  practices, 
FDA  intends  to  request  contract 
proposals  from  interested  persons  for 
drafting  guideline  patient  labeling  texts. 
To  ensure  that  a  contract  for  drafting  the 
guideline  texts  is  awarded  to  the  most 
qualified  person,  FDA  will  ask  potential 
contractors  to  draft  model  patient 
labeling  for  five  different  drug  products. 
The  products  will  be  chosen  to  represent 
a  range  of  drugs  and  uses.  Each  draft 
guideline  patient  labeling  text  will  be 
reviewed  by  FDA  staff,  and  consultants 
■  representing  a  variety  of  disciplines,  to 
determine  who  is  most  capable  of 
drafting  guideline  patient  labeling.  The 
agency’s  evaluation  of  these  draft 
patient  labeling  pieces  will  help 
determine  to  whom  FDA  should  award 
contracts  to  write  the  draft  patient 
labeling  guidelines  for  the  first  phase  of  . 
the  implementation  of  the  regulations. 

Many  criteria  have  been  proposed  for 
determining  the  order  in  which  the 
patient  labeling  requirements  should  be 


applied  to  drug  products.  Criteria  that 
are  proposed  as  most  useful  in  making 
that  determination  are  the  following; 

(1)  Whether  the  patient  labeling 
would  affect  the  patient's  decision  to 
use  the  drug  product.  This  criteria  would 
be  a  consideration  for  “elective”  drug 
products  such  as  the  following:  (a) 
products  that  are  used  by  relatively 
healthy  patients,  but  pose  significant 
risks,  (b)  products  that  have  not  been 
shown  to  be  safe  and  effective  by 
contemporary  standards  and  for  which 
alternative  drugs  or  nonpharmacological 
methods  of  treatment  are  available  (for 
example,  drugs  subject  to  FDA’s  Drug 
Efficacy  Study  (see  21  CFR  201.200  and 
310.6)  or  Biological  Products  Efficacy 
Review  (see  21  CFR  601.25)),  and  (c) 
products  that  commit  the  consumer  to  a 
relatively  long  course  of  therapy  that 
may  be  expensive  when  therapeutically 
equivalent  treatments  involving  less 
time  or  cost  are  available. 

(2)  Whether  the  patient  labeling 
would  help  prevent  serious  adverse 
effects.  This  criteria  would  apply  to 
labeling  primarily  intended  to  inform  the 
patient  of  potential  interaction  of  the 
drug  product  with  other  drugs  or  foods, 
to  avoid  certain  activities  (such  as 
driving  or  sunbathing),  to  help  recognize 
early  warning  signals  of  potentially 
serious  adverse  effects  (such  as  leg 
pains  that  may  signal  a  serious  blood 
clot),  or  to  inform  the  patient  about  risks 
if  the  drug  is  used  during  pregnancy, 
labor,  or  delivery. 

(3)  Whether  the  patient  labeling 
would  help  increase  the  patient’s 
adherence  to  the  prescribed  course  of 
therapy. 

(4)  Whether  the  drug  product  is  one 
that  physicians  or  patients  believe  to  be 
safe  and  effective  for  an  indication  that 
is  not  included  in  the  drug  product’s 
labeling,  but  for  which  the 
preponderance  of  the  evidence  related 
to  that  indication  suggests  that  the  drug 
product  is  either  unsafe  or  ineffective. 
The  agency  would  also  consider  the 
extent  to  which  a  particular  drug 
product  is  prescribed. 

Applying  those  criteria,  the  agency 
believes  drug  products  or  classes  from 
the  following  list  would  be  selected  for 
patient  labeling  during  the  first  phase  of 
the  implementation  of  the  program.  The 
drug  products  and  classes  are  listed 
alphabetically.  Comments  are  requested 
about  the  appropriateness  of  each  of 
these  drug  products  and  classes  for 
inclusion  in  the  first  phase  of  the 
program:  suggestions  about  other  drug 
products  are  also  requested: 
Acetohexamide 

Aminoglycosides  (class  labeling) 

Androgens  (class  labeling) 


Anorexics,  (nonamphetamine)  (class 
labeling) 

Anticholinergics,  centrally  active  (class 
labeling) 

Anticholinergics,  synthetic  (class  labeling) 
Anticoagulants,  oral  (class  labeling) 
Barbiturates  (class  labeling) 

Beclomethasone 

Betamethasone 

Calcitrol 

Carbamazepine 

Cephalosporins 

Chloramphenicol 

Chlorazepate 

Chlordiazepoxide 

Chlorpropamide 

Cholestyramine  resin 

Cimetidine 

Clofibrate 

Clonazepam 

Clonidine 

Cortisone 

Cromolyn 

Cyproheptadine 

Dexamethasone 

Dextroamphetamine 

Diazepam 

Digitoxin 

Digoxin 

Disulfiram 

Ethclorvynol 

Estrogens  (revision) 

Erythromycin 

Fenoprofen 

Flurazepam 

Furosemide 

Glutethimide 

Griseofulvin 

Guanethidine 

Hydantoins 

Hydralazine 

Hydrocortisone 

Ibuprofen 

Indomethicin 

Isoniazid 

Levodopa/ carbidopa 

Lincomycin/clindamycin 

Lindane 

Loperamide 

Meprobamate 

Metoprolol 

Methyldopa 

Methylphenidate 

Methylprednisolone 

Metronidazole 

Mixed  respiratory  vaccines  (class  labeling) 

Nadalol 

Nalidixic  acid 

Naproxen 

Oral  contraceptives  (revision) 

Oxazepam 

Penicillins  non-penicillinase-resistant  (class 
labeling) 

Penicillins  penicillinase  resistant  (class 
labeling) 

Penicillins  semi-synthetic  (class  labeling) 

Phenylbutazone/oxyphenbutazone 

Prednisolone 

Prednisone 

Primidone 

Propoxyphene 

Propranolol 

Quinidine  salts  (class  labeling) 

Rauwolfia  alkaloids  (class  labeling) 
Selenium  sulfide 
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spironolactone 
Sulfonamides  (class  labeling) 

Sulindac 

Terbutaline 

Tetracyclines  (class  labeling) 

Theophylline 

Thiazide  diuretics  (class  labeling) 

Thyroid  preparations  (class  labeling) 

Tolazamide 

Tolbutamide 

Tolmetin 

Tretinoin 

Triamcinolone 

Trimethadione/paramethadione 
Valproic  acid 

Comments  have  asked  about  the 
application  of  the  patient  labeling 
regulations  to  prescription  drug  products 
such  as  prescription  dermatological  drug 
products  that  are  compounded  by 
pharmacists.  The  comments  have 
expressed  concern  about  who  would  be 
required  to  prepare  and  distribute 
patient  labeling  for  those  drug  products. 
Because  drug  products  that  are  most 
often  compounded  by  pharmacists 
would  probably  not  meet  the  criteria 
discussed  above  for  requiring  patient 
labeling  during  the  first  phase  of  FDA’s 
implementation  program,  it  is 
unnecessary  to  propose  regulations  at 
this  time  that  would  specifically  require 
patient  labeling  for  those  drug  products. 
Nevertheless,  FDA  requests  comments 
about  either  applying  or  exempting 
pharmacist-compounded  drug  products 
from  the  patient  labeling  requirements. 

Dispensing  requirements  for  patient 
labeling.  The  proposed  regulations 
would  require  the  dispenser  of  a 
prescription  drug  product  to  provide 
patient  labeling  with  the  drug  product 
when  it  is  dispensed.  The  dispenser 
would  be  required  to  provide  the  patient 
labeling  with  the  drug  product  directly 
to  the  patient  or  to  an  agent  of  the 
patient.  Because  a  friend  or  relative  of  a 
nonhospitalized  patient  may  have  the 
patient’s  prescription  filled,  the 
proposed  regulatiotis  obviously  could 
not  require  the  dispenser  to  provide  the 
labeling  to  the  patient  in  every  case.  The 
dispenser  would  be  required  to 
distribute  the  labeling  free  of  any 
additional  materials.  Permitting  patient 
labeling  to  be  dispensed  with  or 
attached  to  promotional  information 
about  a  drug  product,  whether  or  not  it 
is  about  the  one  dispensed,  would  be 
inconsistent  with  the  purpose  of  patient 
labeling. 

As  defined  in  the  regulations,  the 
“dispenser"  of  a  prescription  drug 
product  is  the  person  who  provides  the 
product  to  the  patient  or  patient’s  agent. 
Thus,  a  pharmacist,  physician,  nurse,  or 
other  person  who  provides  a 
prescription  drug  product  to  a  patient 
would  be  responsible  under  the 


regulation  for  providing  the  product’s 
patient  labeling  to  the  patient.  Because 
the  term  “dispense”  specifically 
includes  the  act  of  administering  a  drug 
product,  a  person  who  administers  an 
injectable  drug  product  would  be 
required  to  provide  the  product’s  patient 
labeling  to  the  patient.  Failure  to 
distribute  the  patient  labeling  would 
result  in  the  misbranding  of  the  drug 
product  and  would  subject  the  person 
responsible  for  the  violation  (and  the 
drug  product)  to  the  sanctions  for 
misbranding  (seizure,  injunction,  or 
criminal  prosecution). 

Some  consumers  and  medical 
oi’ganizations  have  argued  that  patient 
labeling  for  prescription  drug  products 
should  be  distributed  by  the  physician 
before  or  at  the  time  the  drug  product  is 
prescribed,  even  if  the  physician  does 
not  dispense  the  product.  The  argument 
is  twofold.  First,  it  is  argued  that 
information  for  patients  about 
prescribed  drug  products  is  properly  a 
subject  that  is  within  the  patient/ 
physician  relationship  and  that  neither 
the  dispenser  of  the  drug  product  nor  the 
government  should  intrude  upon  that 
relationship.  Second,  the  purpose  of 
providing  drug  product  use  information 
to  patients  is  to  enable  them  to 
participate  in  choosing  the  appropriate 
therapy  for  their  condition  and  that 
participation  logically  must  occur  when 
Ibe  drug  product  is  prescribed. 

FDA  agrees  that  physicians  have  the 
primary  responsibility  for  advising 
patients  about  drug  products.  Some 
patients  may  place  greater  importance 
on  patient  labeling  and  be  more  willing 
to  accept  it  if  it  is  provided  by  their 
physicians.  Nevertheless,  patient 
labeling  is  intended  to  serve  primarily 
as  an  informational  adjunct  to  the 
patient/physician  encounter  and  to 
reinforce  and  augment  the  information 
given  by  the  physician  to  the  patient  at 
the  time  the  drug  product  is  prescribed. 
Accordingly,  patient  labeling  is  not 
properly  characterized  as  an  intrusion 
into  the  patient/physician  relationship, 
in  addition  patient  labeling  will  be 
available  to  physicians  who  wish  to 
provide  it  to  patients  when  the  drug 
product  is  prescribed.  Although  the 
patient  labeling  regulations  would  not 
require  the  physician  who  is  not  the 
dispenser  of  the  drug  product  to  provide 
the  labeling  to  the  patient,  physicians 
are  encouraged  to  introduce  and  discuss 
the  labeling  so  that  patients  will  be 
aware  of  it. 

Although  patient  participation  in  the 
selection  of  the  appropriate  drug  product 
is  one  objective  of  patient  labeling,  it  is 
of  secondary  importance  in  the  case  of 
most  physician-diagnosed  conditions. 


Clearly  for  some  prescription  drug 
products,  patients  should  participate  in 
the  decision  as  to  which  therapy  is 
appropriate.  In  those  cases,  the  patient 
should  accept  one  course  of  treatment 
only  with  full  knowledge  of  other 
teatments  for  the  same  condition.  For 
example,  women  who  use  oral 
contraceptives,  which  are  potent 
prescription  drug  products,  should  only 
do  so  with  the  knowledge  that  other 
methods  of  contraception  are  available 
that  pose  fewer  risks.  In  addition, 
because  estrogenic  drug  products 
present  many  risks,  a  woman  may 
rationally  decide  not  to  use  them, 
notwithstanding  her  physician’s 
recommendation,  if  they  are  prescribed 
only  to  treat  the  discomforting 
symptoms  of  menopause.  In  the  case  of 
these  “elective”  drug  products,  patient 
labeling  may  play  an  important  part  in 
informing  patients  about  the  drug 
product  and  thus  enable  them  to 
participate  in  the  decision  about  the 
appropriate  therapy.  Patient 
participation  should  strengthen  the 
patient/physician  relationship  and 
promote  more  rational  use  of 
prescription  drug  products  by  patients. 

For  the  majority  of  drug  products, 
however,  the  choice  of  a  drug  product 
for  the  treatment  of  a  condition  is  made 
by  the  physician  after  diagnosing  the 
condition  and,  accordingly,  is  not  suited 
for  “election”  by  the  patient.  Although  a 
patient  may  ultimately  choose  not  to 
take  a  prescribed  drug  product  based  on 
the  patient’s  own  benefit-to-risk 
analysis  of  his  or  her  condition  and  the 
prescribed  therapy,  the  patient  would 
not  be  in  a  position  to  participate  with 
the  physician  in  the  selection  of  an 
appropriate  drug  product. 

The  patient  may  still  participate  in  the 
drug  product  selection  process, 
however,  even  if  labeling  is  not  provided 
at  the  time  the  drug  product  is 
prescribed.  Responsible  physicians  will 
normally  discuss  the  benefit-to-risk 
judgment  associated  with  elective-type 
therapies,  even  if  they  do  not  provide 
the  labeling  at  the  time  of  consultation. 
In  any  event,  requiring  the  labeling  to  be 
dispensed  at  the  time  of  prescribing 
does  not  guarantee  that  physicians  will 
consult  with  patients  about  their 
therapy. 

Consequently,  other  considerations 
have  a  greater  role  in  determining  the 
proper  manner  of  distributing  patient 
labeling.  These  considerations  are 
numerous.  First,  pharmacists  have 
traditionally  served  as  dispensers  of 
prescription  drug  products,  and  they  are 
best  able  to  collate,  store,  and  provide 
labeling  to  patients.  Second,  physicians 
prescribe  drug  products  by  telephone 
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and  some  patients  who  take  drug 
products  on  a  chronic  basis  may  not 
visit  the  physician  for  a  significant 
length  of  time  during  which  patient 
labeling  might  be  established  for  the 
drug  product  or  rewritten.  Thus, 
physicians  may  not  even  have  the 
opportunity  to  provide  labeling  to  the 
patient.  Third,  patients  may  not  be 
psychologically  ready  to  receive 
detailed  information  about  a  drug 
product  at  the  time  a  diagnosis  is  made 
or  may  be  more  willing  to  attend  to  the 
labeling  when  the  drug  product  is 
dispensed.  Finally,  dispenser 
distribution  of  patient  labeling  is  more 
appropriate  under  FDA’s  statutory 
authority  for  regulating  the  distribution 
of  drug  products  and  labeling.  Because 
the  patient  labeling  requirements  for 
prescription  drug  products  are  based 
upon  FDA’s  legal  authority  to  regulate 
the  labeling  of  drug  products,  a 
dispenser-distribution  system  for  patient 
labeling  conforms  more  closely  to  FDA’s 
legislative  mandate. 

As  noted  above,  some  physicians  may 
still  wish  to  dispense  patient  labeling, 
and  some  patients  may  still  wish  to 
have  access  to  patient  labeling  before 
the  drug  product  is  dispensed. 
Accordingly,  FDA  encourages 
physicians  to  distribute  patient  labeling 
when  drug  products  are  prescribed.  FDA 
encourages  manufacturers  to  supply 
physicians  with  patient  labeling  for  such 
a  voluntary  distribution  program. 

Patient  labeling  for  a  prescription  drug 
product  will  be  available  to  physicians 
as  part  of  the  physician  labeling  for  the 
drug  product.  The  guideline  physician 
labeling  for  both  oral  contraceptive  drug 
products  (published  in  the  Federal 
Register  of  January  31, 1978  (43  FR  4214)) 
and  estrogens  (published  in  the  Federal 
Register  of  September  29, 1976  (41  FR 
43117))  contain  the  patient  labeling  for 
the  drug  products  printed  at  the  end  of 
the  physician  labeling.  Patient  labeling 
for  prescription  drug  products  should  be 
available  to  physicians  in  the  same 
manner  that  physician  labeling  is 
currently  available  to  them.  This  can 
most  easily  be  accomplished  by 
reproducing  the  patient  labeling  at  the- 
end  of  the  physician  labeling  as  in  the 
case  of  oral  contraceptives  and 
estrogens.  In  the  Federal  Register  of 
June  26. 1979  (44  FR  37434),  FDA 
published  final  regulations  revising  the 
format  for  physician  labeling  for 
prescription  drug  products.  These 
regulations  require  that  any  printed 
patient  information  be  referenced  under 
the  precautions  section  of  the  physician 
labeling,  and,  when  appropriate, 
reprinted  at  the  end  of  the  physician 
labeling.  The  text  of  patient  labeling  that 


would  be  required  under  these 
regulations  would  be  appropriately 
reprinted  at  the  end  of  the  physician 
labeling  for  the  drug  product. 

Distribution  of  Patient  Labeling 

Under  the  proposed  regulations,  the 
manufacturer  of  a  prescription  drug 
product  would  be  required  to  provide 
patient  labeling  to  the  dispenser  of  the 
product,  who  would  then  be  required  to 
provide  the  labeling  to  the  patient.  If  the 
manufacturer  produces  the  drug  product 
in  unit-of-use  packages,  the 
manufacturer  would  be  required  to 
provide  the  patient  labeling  with  each 
package.  If  the  drug  product  is 
distributed  to  dispensers  in  bulk 
containers  intended  for  repackaging  by 
the  dispenser  for  individual 
prescriptions,  the  manufacturer  would 
be  required  to  provide  sufficient  patient 
labeling  pieces  in  or  with  the  package  to 
assure  that  a  patient  labeling  piece 
could  be  included  with  each 
prescription. 

As  stated  in  paragraph  8  of  the 
preamble  to  the  final  rule  requiring 
patient  labeling  for  estrogens  (42  FR 
37639),  it  is  undesirable  to  separate  the 
distribution  of  patient  labeling  from  the 
bulk  shipment  of  a  drug  product  to  a 
dispenser.  The  regulations  would 
require  the  patient  labeling  to  physically 
accompany  the  drug  product  in 
shipment,  although  additional  brochures 
may  be  shipped  to  physicians, 
pharmacists,  and  other  dispensers.  This 
requirement  would  assure,  better  than 
any  other,  that  dispensers  receive  the 
labeling  that  they  would  be  required  to 
distribute.  Moreover,  because  a  rather 
long  period  may  pass  before  the  patient 
labeling  requirements  will  be  applied  to 
most  drug  products,  dispensers  who  do 
not  receive  patient  labeling  with  a 
shipment  of  a  drug  product  might 
believe  the  patient  labeling  ^ 
requirements  have  not  yet  applied  to  the 
product.  Manufacturers  and  distributors 
will  be  expected  to  employ  a  reliable 
statistical  method  to  determine  the 
number  of  patient  labeling  pieces  to 
include  in  or  with  each  bulk  package. 

Under  the  proposed  regulations,  a 
distributor  or  dispenser  who  receives  a 
drug  product  with  the  manufacturer’s 
patient  labeling  may  assume  the  duties 
of  the  manufacturer  for  providing 
patient  labeling  for  the  drug  product. 

The  distributor  or  dispenser  may  discard 
the  manufacturer’s  patient  labeling  and 
provide  labeling  prepared  by  the 
distributor  or  dispenser. 

The  use  of  dispenser-prepared  patient 
labeling  would  not  subject  dispensers  to 
the  registrations  and  drug  listing 
requirements  as  set  forth  in  section  510 


of  the  act  and  Part  207  of  the  regulations 
(21  CFR  Part  207).  The  use  of  dispenser- 
prepared  patient  labeling  would  be 
within  the  terms  of  §  207.65  of  the 
regulations  (21  CFR  207.65),  which 
exempts  certain  domestic  drug 
establishments,  including  pharmacies, 
hospitals,  and  clinics,  from  registration 
and  drug  listing. 

In  addition  to  permitting  the  use  of 
dispenser-prepared  labeling,  a 
manufacturer  would  be  relieved  of  the 
obligation  to  provide  patient  labeling 
with  a  drug  product  if  the  manufacturer 
has  entered  into  a  labeling  agreement 
with  the  person  to  whom  the  drug 
product  is  distributed.  The  agreement 
would  be  required  to  comply  with  the 
requirements  for  written  agreements 
under  §  201.150  and  would  contain  both 
(1)  a  statement  that  the  person  to  whom 
the  drug  product  is  distributed  will 
perform  the  duties  of  the  manufacturer 
under  the  patient  labeling  regulations, 
and  (2)  a  copy  of  the  patient  labeling  for 
the  drug  product.  Any  two  persons 
involved  in  the  distribution  of 
prescription  drug  products  would  be 
permitted  to  enter  into  a  labeling 
agreement.  In  addition,  any  number  of 
labeling  agreements  would  be  permitted 
in  the  distribution  chain  of  a 
prescription  drug  product. 

Exemptions  From  Patient  Labeling 
Dispensing  Requirements 

Under  the  proposed  regulations  a 
dispenser  would  be  required  to  provide 
patient  labeling  to  every  patient  each 
time  a  prescription  drug  product  is 
dispensed.  On  the  basis  of  comments 
received  from  physicians,  pharmacists, 
other  dispensers,  and  health 
professional’s  organizations,  the  agency 
believes  that  the  dispenser  should  be 
exempted  from  the  requirement  under 
the  following  circumstances. 

Legally  incompetent  patients.  Under 
the  proposed  regulations,  the  dispenser 
of  a  prescription  drug  product  would  be 
permitted  to  provide  the  patient  labeling 
for  the  drug  product  to  the  parent  or 
legal  guardian  of  a  patient  who  is  either 
mentally  disabled  or  is  a  child  who  is 
not  legally  competent  to  consent  to 
medical  treatment  in  the  jurisdiction 
where  the  drug  product  is  dispensed. 
Because  dispensers  often  are  not  well 
situated  to  determine  the  legal  capacity 
of  the  patient,  this  proposal  would  not 
require  distribution  of  patient  labeling  to 
the  parent  or  legal  guardian  of  the 
patient  but  would  simply  permit  it  as  an 
alternative  to  providing  the  labeling 
directly  to  the  patient. 

Physician  withholding  of  patient 
labeling.  Under  the  proposed 
regulations,  the  dispenser  of  a 
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prescription  drug  product  would  not  be 
required  to  provide  patient  labeling  to 
the  patient  if  the  physician  who 
prescribes  the  drug  product  directs  that 
the  labeling  be  withheld.  As  proposed, 
the  regulations  provide  an  exemption 
under  which  the  physician  may  direct 
the  dispenser  to  withhold  patient 
labeling  for  a  particular  drug  product, 
unless  a  specific  regulation  requires  that 
patient  labeling  for  the  product  be 
provided  to  all  patients  under  all 
circumstances,  as  is  presently  the  case 
with  oral  contraceptives.  A  physician 
would  be  permitted  to  direct  the 
withholding  of  patient  labeling  for  any 
medical  reason,  such  as  if  the  physician 
believed  the  patient  would  experience 
significant  adverse  emotional  or 
physical  effects  from  the  labeling.  A 
direction  to  the*  dispenser  to  withhold 
the  labeling  would  be  required  to  be 
written  on  the  prescription.  In  the  case 
of  an  oral  prescription,  the  physician 
could  orally  direct  that  the  patient 
labeling  be  withheld  but  the  dispenser 
would  be  required  to  reduce  that 
direction  to  writing  and  file  it  with  the 
presription. 

Organizations  of  health  care 
professionals  have  argued  that  patient 
labeling  might  product  adverse 
emotional,  or  physical  effects  if  prov  ided 
to  some  patients.  Thus,  a  physician 
should  generally  be  free  to  decide  to 
withhold  the  patient  labeling  when  he  or 
she  believes  it  would  be  in  the  patient's 
interest  to  do  so.  It  is  obviously 
impossible,  however,  to  predict 
precisely  how  a  patient  will  react  to 
information  contained  in  patient 
labeling.  Nevertheless,  FDA  believes 
that  only  rarely  should  a  patient’s 
possible  reaction  justify  withholding  the 
patient  labeling.  FDA  believes  patient 
labeling  should  not  be  withheld,  for 
example,  simply  because  a  patient  might 
decide  on  the  basis  of  information  in  the 
labeling  not  to  initiate,  or  to  discontinue 
the  prescribed  drug  therapy.  Clearly, 
labeling  for  a  drug  product  associated 
with  serious  risks  that  are  taken  at  the 
election  of  the  patient  (notably  an 
estrogen-based  product,  such  as  an  oral 
contraceptive)  should  not  be  subject  to 
the  discretionary  withholding  of  lilt; 
patient  labeling  by  the  physician. 

Regardless  of  whether  the  drug 
product  is  one  for  which  the  physician 
may  direct  or  has  directed  the 
withholding  of  the  labeling,  the 
regulations  would  specifically  require 
dispensers  to  provide  patient  labeling  to 
any  patient,  or  agent  of  a  patient  for 
whom  the  drug  product  is  prescribed, 
who  asks  the  dispenser  for  a  copy  of  the 
labeling.  Because  the  patient  has  the 
right  to  make  the  ultimate  decision 


about  his  or  her  own  treatment,  the 
dispenser  would  be  required  to  provide 
the  patient  labeling  if  the  patient 
requests  it  when  the  drug  product  is 
dispe'nsed. 

Patients  needing  emergency 
treatment.  The  dispenser  of  a 
prescription  drug  product  also  would  not 
be  required  to  provide  patient  labeling 
when  the  drug  product  is  dispensed  to  a 
patient  in  the  course  of  an  emergency 
treatment  where  the  need  for  the  drug 
product  is  largely  urrforseen.  Because  of 
the  need  for  quick  action,  particularly  by 
ambulance  crews,  fire  fighters,  police 
officers,  and  emergency  room  personnel, 
requiring  patient  labeling  to  be  provided 
to  the  patient  either  at  that  time  or  later 
would  be  impractical.  In  those  cases, 
patient  labeling  would  not  affect  patient 
compliance  with  the  therapy  nor  would 
it  permit  the  patient  to  participate  in  the 
decision  about  the  appropriate 
treatment.  Similarly,  a  requirement  that 
patient  labeling  be  made  available  after 
the  drug  product  has  been  dispensed 
and  the  emergency  has  passed  presents 
significant  logistical  problems  because 
the  patient  will  generally  no  longer  be 
under  the  control  of,  or  in  contact  with, 
the  dispenser  of  the  product. 

This  exemption  is  not  intended  to 
apply  where  the  onset  of  the  condition 
can  be  expected  to  occur  randomly,  as 
in  some  patients  undergoing  certan 
surgical  procedure.  In  such  cases, 
patient  labeling  should  be  made 
available  to  the  patient  either  before  or 
after  the  drug  product  is  dispensed. 

Institutionalized  patients.  The 
distribution  of  patient  labeling  to 
hospital  inpatients  or  patients  in  long- 
term-care  facilities  poses  many 
logistical  and  practical  problems. 
Practitioners,  pharmacists,  and  other 
dispensers  of  drug  products  have  urged 
that  products  dispensed  to 
institutionalized  patients  be  exempted 
from  the  patient  labeling  requirements. 
Some  of  the  reasons  suggested  for  an 
exemption  are  that:  (1)  the 
institutionalized  patient  is  probably 
more  seriously  ill  than  the  outpatient 
and  thus  unable  to  use  patient  labeling. 
(2)  many  institutions  already  have  or 
plan  to  have  programs  providing 
information  to  patients  about  drug 
products.  (3)  patients  have  readily 
available  to  them  hospital  staff  to 
answer  questions  concerning 
prescription  drug  products,  and  (4)  a 
requirement  that  patient  labeling  be 
provided  to  institutionalized  patients 
would  place  a  great  logistical  burden  on 
the  institution. 

Institutionalized  patients,  however, 
have  the  same  rights  as  outpatients  to  ' 
receive  information  about  prescription 


drug  products.  Although  staff  members 
may  be  available  to  answer  patients’ 
questions  about  drug  products,  patient 
labeling  would  still  complement  oral 
instructions.  In  addition,  a  question-and- 
answer  approach  to  delivering 
information  on  prescription  drug 
products  may  not  be  effective  for  many 
patients.  Nevertheless,  significant 
differences  exist  between 
institutionalized  patients  and  other 
patients  which  should  be  considered  in 
establishing  a  patient  labeling 
distribution  scheme.  The 
institutionalized  patient  may  not  be 
emotionally  or  physically  able  to  use 
patient  labeling  at  the  time  a 
prescription  drug  product  is  dispensed. 
Distribution  of  labeling  may  be 
complicated  because  institutionalized 
patients  may  take  many  different  drug 
products  at  the  same  time,  and  for 
extended  periods  of  time.  While  perhaps 
manageable,  the  increa.sed 
responsibility  for  distributing  patient 
labeling  will  certainly  require  changes  in 
the  drug  distribution  practices  of  most 
institutional  pharmacies.  Accordingly, 
the  agency  proposes  that  drug  products 
dispensed  in  hospitals  and  long-term- 
care  facilities  be  exempt  from  the 
patient  labeling  distribution 
requirements  if  the  patient  (or  the 
patient’s  agent)  is  informed  when 
admitted,  or  as  soon  after  admission  as 
is  practicable,  that  patient  labeling  is 
available  for  certain  prescription  drug 
products  and,  if  requested,  the  patient  or 
the  patient’s  agent  will  be  given  the 
opportunity  to  review  it.  Institutions 
would  not  be  required,  however,  to 
provide  patients  with  personal  copies  of 
any  specific  patient  labeling.  Instead, 
patient  labeling  pieces  could,  for 
example,  be  maintained  in  compendia  at 
selected  stations  in  a  hospital,  and  made 
available  to  patients.  Because  patients 
could  ask  to  review  the  patient  labeling 
at  any  time  during  a  hospital  stay,  it 
would  not  be  necessary  to  provide  them 
with  personal  copies  of  the  labeling.  In 
addition  to  permitting  institutions  to  use 
compendia  of  patient  labeling,  this 
exemption  would  permit  the  use  of  other 
fixed  information  sources,  such  as  audio 
or  audiovisual  tape  recordings,  that 
carry  the  same  message  as  the  written 
patient  labeling.  This  flexibility  is 
intended  to  permit  institutions  to  use  the 
most  technologically  advanced 
information  systems  that  would  permit 
patients  to  have  free  access  to  patient 
labeling  information. 

This  proposed  exemption  differs  from 
the  specific  exemptions  for  long-term- 
and  acute-care  facilities  provided  in  the 
patient  labeling  requirements  for  oral 
contraceptives  in  §  310.501(a)(1)  and  for 
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estrogens  in  §  310.515(d)(1).  Those 
regulations,  which  apply  to  products 
that  are  essentially  elective,  did  not 
provide  an  exemption  from  the  patient 
labeling  distribution  requirements  for 
hospitalized  patients.  They  required 
labeling  to  be  dispensed  to  patients  in 
long-term-care  facilities  when  the 
product  is  initially  dispensed  and  again 
every  30  days  as  long  as  the  therapy 
continues.  The  agency  believes, 
however,  that  a  distinction  should  not 
be  made  in  these  proposed  regulations 
between  hospitals  and  long-term-care 
facilities.  Hospitals  should,  however, 
inform  patients  undergoing  long-term 
care  regularly  about  the  availability  of 
patient  labeling,  and  inform  them  about 
how  the  labeling  can  be  reviewed. 
Because  patient  labeling  would  be 
initially  required  for  many  drug  products 
over  a  relatively  long  time  period  and 
because  patients  may  be  unfgmiliar  with 
the  labeling,  the  agency  believes  it  is 
important  that  patients  be  periodically 
reminded  of  patient  labeling  availability. 
Once  patient  labeling  is  widely 
available  for  most  prescription  drug 
products  and  patients  become  familiar 
with  it.  such  reminders  may  be 
unnecessary. 

This  exemption  for  institutionalized 
patients  would  not  apply,  however,  to  a 
drug  product  administered  to  a  woman 
during  labor  or  delivery.  Many  drug 
products,  such  as  anesthetics,  that  are 
administered  during  labor  or  delivery 
may  be  refused  by  the  patient  without 
substantially  increased  risk  to  either  the 
mother  or  unborn  child  and.  thus,  are 
essentially  elective.  In  addition, 
physicians  and  other  dispensers  are 
aware  of  those  drug  products  that  are 
commonly  dispensed  during  labor  or 
delivery  and  can  provide  patient 
labeling  to  the  pregnant  patient  at  the 
time  of  prenatal  examinations,  hospital 
admissions,  or  during  the  early  stages  of 
labor.  Although  these  regulations 
generally  tie  the  distribution  of  patient 
labeling  to  the  act  of  dispensing  the  drug 
product,  they  do  not  prohibit,  and  FDA 
encourages,  the  distribution  of  patient 
labeling  before  drug  products  are 
dispensed.  The  distribution  of  patient 
labeling  to  pregnant  women  for  drug 
products  commonly  used  during  labor  or 
delivery  should  not  be  the  subject  of  the 
general  hospital  exemption,  because  the 
treatment  is  sufficiently  routine  and  the 
therapy  is  sufficiently  elective  to 
warrant  the  dispensing  of  patient 
labeling. 
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The  potential  environmental  effects  of 
this  action  have  been  carefully 
considered,  and  FDA  has  concluded  that 
the  action  will  not  significantly  affect 
the  quality  of  the  human  environment. 
The  action  is  one  of  a  type  for  which  the 
agency  has  determined  that  the 
preparation  of  an  environmental  impact 
statement  is  not  required,  except  in  rare 
and  unusual  circumstances.  21  CFR 
25.1(f)(12).  Accordingly,  the  preparation 
of  an  environmental  impact  analysis 
report  for  this  action  is  not  required 
under  21  CFR  25.1(g). 

Therefore,  under  the  Federal  Food. 
Drug,  and  Cosmetic  Act  (secs.  502,  503, 
505.  506,  507,  701,  52  Stat.  1050-1053  as 
amended,  1055-1056  as  amended,  55 
Stat.  851,  59  Stat.  463  as  amended  (21 
U.S.C.  352,  353,  355,  356,  357,  371))  and 
the  Public  Health  Service  Act  (sec.  351, 
58  Stat.  702  as  amended  (42  U.S.C.  262)), 
and  under  authority  delegated  to  the 
Commissioner  (21  CFR  5.1),  it  is 
proposed  that  Chapter  1  of  Title  21  of  the 
code  of  the  Federal  Regulations  be 
amended  by  adding  new  Part  203  to  read 
as  follows: 

PART  203— PATIENT  LABELING  FOR 
PRESCRIPTION  DRUG  PRODUCTS 

Subpart  A— General  Provisions 

Sec. 

203.1  Status  of  patient  labeling  regulations. 
203.3  Definitions. 

Subpart  B— General  Requirements  for 
Patient  Labeling 

203.20  Content  of  patient  labeling. 

203.21  Class  labeling. 

203.22  Printing  specifications  for  patient 
labeling. 
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203.23  Availability  of  FDA  guideline  patient 
labeling. 

203.24  Dispensing  and  distribution  of 
patient  labeling. 

203.25  F.xemptions  from  patient  labeling 
dispensing  requirements. 

203.30  Effective  dates. 

Authority:  Secs.  502.  503,  505.  506,  507,  701, 

52  Stat.  1050-1053  as  amended.  1055-1056  as 
amended,  55  Stat.  851.  59  Stat.  463  as 
amended  (21  U.S.C.  352.  353.  355.  356.  357. 
371));  sec.  351,  58  Stat.  702  as  amended  (42 
U.S.C.  262).  and  as  otherwise  noted. 

Subpart  A— General  Provisions 

§  203. 1  Status  of  patient  labeling 
regulations. 

This  part  sets  forth  requirements  for 
patient  labeling  for  prescription  drug 
products.  A  prescription  drug  product 
that  does  not  bear  patient  labeling  that 
complies  with  all  applicable  regulations 
in  this  part  is  misbranded  under  section 
502  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (21  U.S.C.  352):  and  the 
drug  product,  as  well  as  the  person  who 
is  responsible  for  the  failure  to  comply, 
is  subject  to  regulatory  action. 

§  203.3  Definitions. 

The  following  definitions  apply  to  this 
part: 

“Dispense"  means  the  act  of 
delivering  a  prescription  drug  product  to 
a  patient  or  an  agent  of  the  patient 
either: 

(a)  By  a  practitioner  or  an  agent  of  a 
practitioner,  either  by  direct 
administration  or  by  transfer  to  the 
patient  (or  agent  of  the  patient)  for  later 
administration:  or 

(b)  By  a  pharmacist  or  an  agent  of  a 
pharmacist  under  a  lawful  prescription 
of  a  practitioner. 

"Dispenser"  means  a  person  who 
dispenses  a  drug  product. 

“Distribute"  means  the  act  of 
delivering  (other  than  by  dispensing)  a 
drug  product  to  any  person. 

"Distributor"  means  a  person  who 
distributes  a  drug  product. 

“Drug  product"  means  a  drug  that 
contains  the  active  drug  ingredient, 
alone  or  combined  with  one  or  more 
components  in  a  finished  dosage  form 
capable  of  being  dispensed  to  a  human 
(except  for  packaging,  labeling,  and  final 
manipulation  required  immediately 
before  dispensing). 

"Patient"  means  any  individual  with 
respect  to  whom  a  drug  product  is 
intended  to  be,  or  has  been,  used. 

"Patient  labeling"  means  any  written, 
printed,  or  graphic  matter  regarding  and 
accompanying  a  drug  product  providing 
information  for  patients  on  its  use. 

"Manufacture"  means  the  production, 
preparation,  propagation,  compounding, 
processing,  or  packaging  into  containers 


of  a  drug  product,  or  the  placing  of 
labeling  on  a  drug  product.  The  term 
"manufacture"  does  not  include  the 
compounding  of  a  drug  product  by  a 
practitioner  or  pharmacist  necessary  for. 
and  as  an  incident  to.  preparing  the  drug 
product  for  dispensing  to  a  patient. 

"Manufacturer"  means  (e.xcept  as 
used  in  §  203.20(b)(2)(ii))  a  person  who 
manufactures  a  drug  product. 

"Pharmacist”  means  an  individual 
licensed,  registered,  or  otherwise 
permitted  by  the  jurisdiction  in  which 
the  individual  practices  to  dispense  drug 
products  on  prescription  in  the  course  of 
professional  practice. 

“Practitioner"  means  an  individual 
licensed,  registered:  or  otherwise 
permitted  by  the  jurisdiction  in  which 
the  individual  practices  to  prescribe 
drug  products  in  the  course  of 
professional  practice. 

Subpart  B— General  Requirements  for 
Patient  Labeling 

§  203.20  Content  of  patient  labeling. 

(a)  F,ach  prescription  drug  product 
shall  be  distributed  and  dispensed  with 
patient  labeling  that  meets  all  of  the 
following  conditions: 

(1)  The  patient  labeling  is  written  in 
nontechnical  language  and  is  not 
promotional  in  tone  or  content. 

(2)  The  patient  labeling  is  based 
primarily  on  the  prescription  drug 
labeling  that  is  directed  to  the 
practitioner  and  required  for  the  drug 
product  under  §  201.100(d)  of  this 
chapter. 

(3)  The  patient  labeling  complies  with 
the  requirements  of  paragraph  (b)  of  this 
section. 

(b)  Except  as  provided  in  paragraph 

(c)  of  this  section,  patient  labeling  for  a 
prescription  drug  product  is  required  to 
contain  the  following  information: 

(1)  A  summary  of  the  drug  product's 
major  indications,  its  contraindications 
for  use,  its  serious  adverse  reactions 
and  potential  safety  hazards,  and  a 
statement  that  the  patient  labeling 
should  bo  read  carefully. 

(2)  The  following  detailed  information: 

(i)  If  the  labeling  applies  to  only  one 
drug  product,  the  established  name  of 
the  drug,  if  any,  or  for  a  licensed 
biological  product,  the  proper  name  of 
the  product.  If  the  labeling  applies  to  a 
class  of  drug  products,  the  name  of  the 
drug  class.  The  labeling  may  also  bear 
the  brand  name  and  a  physical 
description  of  the  drug  product  or 
products  to  which  it  applies. 

(ii)  The  name  and  place  of  business  of 
the  manufacturer,  packer,  or  distributor 
(as  required  for  the  label  of  the  drug 
product  under  §  201.1  of  this  chapter),  or 


the  name  and  place  of  business  of  the 
dispenser  of  the  product  (as  required  for 
the  packer  or  distributor  under  §  201.1  of 
this  chapter). 

(iii)  If  the  drug  product  is  not  for  oral 
use.  the  route  of  administration. 

(iv)  A  statement  about  the  proper  use 
of  the  drug  product  that  includes  a 
summary  of  the  action  of  the  drug  and 
identifies  the  indications  for  use  of  the 
drug  product.  The  patient  labeling  may 
not  identify  an  indication  for  use  of  the 
product  unless  the  indication  is 
identified  in  the  practitioner  labeling  for 
the  product  required  under  §  201.100(d) 
of  this  chapter.  If  there  is  a  common 
belief  that  the  drug  product  may  be 
effective  for  an  indication  that  is  not 
included  in  the  drug  product’s 
practitioner  labeling  and  the 
preponderance  of  the  evidence  related 
to  that  indication  suggests  that  the  drug 
is  ineffective  for  it,  the  patient  labeling 
is  required  to  state  that  there  is  a  lack  of 
evidence  that  the  drug  is  effective  for 
that  indication. 

(v)  A  statement  of  the  circumstances 
under  which  the  drug  product  should  not 
be  used  for  its  labeled  indications,  that 
is.  the  contraindications  to  its  use. 

(vi)  A  statement  of  the  serious 
adverse  reactions  and  potential  safety 
hazards  concerning  the  use  of  the  drug. 
Patient  labeling  is  required  to  contain  a 
specific  warning  related  to  a  known  use 
of  the  drug  that  is  not  included  in  the 
practitioner  labeling  for  the  product 
under  §  201.100(d)  of  this  chapter  and 
for  which  substantial  evidence  of  the 
effectiveness  of  the  drug  does  not  exist, 
if  use  of  the  product  for  that  indication 
is  associated  with  a  serious  risk  or 
hazard.  Serious  adverse  reactions  or 
safety  hazards  concerning  the  use  of  a 
drug  (particularly  those  which  may  lead 
to  death  or  serious  injury)  are  required 
to  be  placed  in  a  prominently  displayed 
box,  boldface  type,  or  to  be  otherwise 
emphasized. 

(vii)  A  statement  that  identifies 
activities  (such  as  driving  or  sunbathing) 
that  the  patient  should  avoid  while 
taking  the  drug  product  and  identifies 
drugs,  foods,  or  other  substances,  such 
as  tobacco  or  alcohol,  that  the  patient 
should  avoid  because  of  their  possible 
interaction  with  the  drug. 

(viii)  A  discussion  of  the  risks  to  the 
unborn  child  from  the  use  of  the  drug 
during  pregnancy,  including  the  long¬ 
term  effects  of  the  drug  on  the  child,  if 
any.  If  data  on  the  long-term  effects  of 
the  drug  on  the  child  are  unavailable,  a 
statement  that  the  long-term  effects  of 
the  drug  on  the  child  are  unknown. 

(ix)  If  the  drug  has  a  recognized  use 
during  labor  or  delivery,  a  discussion  of 
the  risks  to  the  mother  and  child. 
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including  the  long-term  effects  of  the 
drug  on  the  child,  if  any.  If  data  on  the 
long-term  effects  of  the  drug  are 
unknown,  a  statement  that  the  long-term 
effects  of  the  drug  on  the  child  are 
unknown.  The  term  “recognized  use" 
includes  common  and  widespread  use  of 
the  drug  during  labor  and  delivery, 
whether  or  not  the  drug  product  is 
labeled  for  that  use. 

(x)  A  discussion  of  available  data  and 
information  about  excretion  of  the  drug 
in  human  milk  and  the  associated  risks 
to  the  nursing  infant. 

(xi)  A  discussion  of  specific  pediatric 
indications,  if  any.  If  the  drug  has 
specific  hazards  associated  with  its  use 
in  pediatric  patients,  a  description  of  the 
risks. 

(xii)  A  discussion  of  special 
precautions  that  apply  to  the  safe  and 
effective  use  of  the  drug  product  in  other 
identifiable  patient  populations,  such  as 
elderly  patients. 

(xiii)  A  statement  of  the  available 
information  about  whether  the  drug  is 
carcinogenic,  mutagenic,  or  whether  it 
affects  reproduction. 

(xiv)  A  statement  of  frequently 
occurring  side  effects  from  the  use  of  the 
drug.  The  list  of  side  effects  may  be 
categorized  and  r'».mmarized  by  organ 
system,  by  severity  of  the  reaction,  by 
frequency,  by  preventative  or  curative 
actions  the  patient  may  take,  or  by  a 
combination  of  these  methods.  The 
approximate  frequency  of  each  side 
effect  may  be  expressed  in  rough 
estimates  or  orders  of  magnitude. 

(xv)  A  discussion  of  the  risks,  if  any. 
to  the  patient  of  developing  tolerance  to 
or  dependence  on  the  drug. 

(xvi)  A  statement  of  what  the  patient 
should  do  in  case  of  overdosage  of  the 
drug  or  if  the  patient  misses  a  scheduled 
dose  of  the  drug  product. 

(xvii)  A  statement  of  special  handling 
and  storage  conditions,  if  any. 

(xviii)  A  statement  that  the  drug 
product  has  been  prescribed  for  the  sole 
purpose  of  treating  the  patient's 
condition  and  must  not  be  used  for  other 
conditions  or  given  to  others  and  a  , 
statement  that  the  safety  and 
effectiveness  of  the  drug  product  depend 
upon  the  patient  taking  the  drug  product 
as  directed. 

(xix)  A  statement  that  the  practitioner 
labeling  for  the  drug  product,  required 
under  §  201.100(c)(1)  of  this  chapter,  is 
available  from  the  patient’s  pharmacist 
or  practitioner. 

(xx)  The  date,  identified  as  such,  of 
the  most  recent  revision  of  the  labeling 
placed  prominently  immediately  after 
the  last  section  of  the  labeling. 

(c)  The  Food  and  Drug  Administration 
may  exempt  the  patient  labeling  for  a 
particular  drug  product  from  any 


requirement  of  paragraph  (b)  of  this 
section,  if  the  information  is  clearly 
inapplicable  to  the  patient’s  choice  or 
use  of  the  drug  product,  or  the  Food  and 
Drug  Administration  concludes  that  the 
application  of  the  requirement  is  not 
necessary  for  the  protection  of  the 
public  health.  The  Food  and  Drug 
Administration’s  conclusion  that  the 
patient  labeling  for  a  prescription  drug 
product  is  exempt  from  any  requirement 
of  paragraph  (b)  of  this  section  will  be 
stated  in  the  Food  and  Drug 
Administration’s  guideline  patient 
labeling  available  for  the  product  under 
§  203.23  or  as  a  part  of  the  approval  of  a 
new  drug  application  for  the  product.  A 
person  may  also  request  an  advisory 
opinion  from  the  Food  and  Drug 
Administration  under  §  10.85  of  this 
chapter  about  whether  information 
otherwise  required  may  be  omitted  from 
the  patient  labeling  of  a  drug  product  or 
class  of  drug  products. 

§  203.21  Class  labeling. 

Patient  labeling  that  applies  to  a  class 
of  drug  products  is  permitted  only  if  the 
Food  and  Drug  Administration  has  made 
available  guideline  patient  labeling 
under  §  203.23  for  the  class  of  drug 
products. 

§  203.22  Printing  specifications  for  patient 
labeling. 

Patient  labeling  is  required  to  be 
printed  in  accordance  with  the  following 
specifications: 

(a)  The  letter  height  (lowercase  letter 
"o”)  may  not  be  less  than  Vie  inch. 

(b)  The  body  copy  may  not  contain 
any  lightface  type,  condensed  type, 
small  capital  letters,  or  less  than  1-point 
leading. 

(c)  The  Food  and  Drug  Administration 
encourages  persons  responsible  for 
patient  labeling  for  prescription  drug 
products  to  develop  improved  formats 
for  patient  labeling  through  the 
imaginative  use  of  type  face,  type  size, 
boldness  of  type,  spacing  between  lines, 
ink  colors,  paper  type  and  color, 
examples  and  illustrations,  and  to 
produce  patient  labeling  in  languages 
other  than  English  so  that  patient 
labeling  will  be  more  easily  read,  and 
better  understood  and  remembered  by 
patients. 

§  203.23  Availability  of  FDA  guideline 
patient  labeling. 

A  manufacturer,  distributor,  or 
dispenser  may  rely  upon  the  current 
version  of  the  Food  and  Drug 
Administration’s  guideline  patient 
labeling  for  a  particular  drug  product  or 
a  class  of  drug  products  as  complying 
with  the  patient  labeling  requirements  of 
this  part.  The  Food  and  Drug 
Administration  will  make  available 


guideline  patient  labeling  for  many 
prescription  drug  products  under 
§  10.90(b)  of  this  chapter.  Guideline 
patient  labeling  may  be  prepared  for  a 
specific  drug  product  or  for  a  class  of 
drug  products.  The  Food  and  Drug 
Administration,  however,  will  not 
prepare  guideline  patient  labeling  for  all 
prescription  drug  products.  In  such 
cases,  manufacturers  shall  prepare 
patient  labeling  as  required  under  this 
part.  A  list  of  available  guideline  patient 
labeling  for  prescription  drug  products 
and  copies  of  guideline  patient  labeling 
for  specific  drug  products  are  available 
from  the  Hearing  Clerk  (HFA-305),  Food 
and  Drug  Administration,  Rm.  4-65,  5600 
Fishers  Lane,  Rockville,  MD  20857. 
Requests  for  guideline  patient  labeling 
should  be  in  writing  and  directed  to  that 
office. 

§  203.24  Dispensing  and  distribution  of 
patient  labeling. 

(a)  Each  dispenser  of  a  prescription 
drug  product  for  human  use  shall,  when 
the  product  is  dispensed,  provide  patient 
labeling  that  complies  with  this  part  to 
each  patient  (or  to  an  agent  of  the 
patient)  to  whom  the  product  is 
dispensed,  unless  an  exemption  applies 
under  §  203.25.  The  dispenser  shall 
provide  the  patient  labeling  directly  to 
the  patient  (or  to  an  agent  of  the  patient) 
as  a  separate  leaflet. 

(b)  The  dispenser  of  a  prescription 
drug  product  shall  establish  and  follow 
a  procedure  to  ensure  that  a  patient  can 
easily  match  the  correct  patient  labeling 
text  to  the  drug  product,  for  example,  by 
placing  the  prescription  number  on  the 
patient  labeling  or  placing  the  drug 
product’s  name  on  the  label  of  the 
product  that  is  dispensed  to  the  patient. 

(c)  Except  as  provided  in  paragraph 
(d)  of  this  section,  each  manufacturer  of 
a  prescription  drug  product  shall  provide 
patient  labeling  for  the  product  as 
follows: 

(1)  The  manufacturer  shall  provide 
patient  labeling  in  or  with  each  package 
of  the  drug  product  that  the 
manufacturer  intends  to  be  dispensed  to 
a  patient  (for  example,  each  unit-of-use 
package). 

(2)  For  a  drug  product  in  a  bulk 
container,  the  manufacturer  shall 
provide  patient  labeling  in  or  with  each 
bulk  container  in  sufficient  numbers  of 
ensure  that  a  dispenser  can  provide 
patient  labeling  to  each  patient  to  whom 
the  drug  product  is  dispensed.  The  label 
of  each  bulk  container  is  required  to 
instruct  the  dispenser  to  provide  patient 
labeling  to  each  patient  to  whom  the 
drug  product  is  dispensed.  A 
manufacturer  may  provide  and  ship 
separately  to  practitioners,  pharmacists, 
and  other  dispensers  copies  of  patient 
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labeling  that  are  in  addition  to  the 
copies  of  patient  labeling  required  to  be 
provided  under  this  section. 

(d)  A  manufacturer  may  enter  into  a 
labeling  agreement  under  this  paragraph 
with  any  person  to  whom  the 
m.anufacturer  distributes  the  drug 
product.  Such  a  manufacturer  is  exempt 
from  the  requirements  of  paragraph  (c) 
of  this  section.  A  distributor  may  enter 
into  a  similar  labeling  agreement  with 
any  person  to  whom  it  distri\)utes  a  drug 
product.  A  person  to  whom  a  drug 
product  is  distributed  under  a  labeling 
agreement  shall  perform  all  the  duties 
required  of  a  manufacturer  under 

§  203.20.  A  labeling  agreement  is 
required  to  comply  with  the 
requirements  of  §  201.150  of  this  chapter 
and  contain  the  following: 

(1)  A  copy  of  the  patient  labeling  for 
the  drug  product. 

(2)  A  promise  by  the  person  to  whom 
the  drug  product  is  distributed  that  he  or 
she  will  perform  all  the  duties  of  the 
manufacturer  under  §  203.20. 

(e)  A  distributor  or  dispenser  of  a 
prescription  drug  product  may.  in  the 
absence  of  a  labeling  agreement, 
perform  the  duties  of  a  manufacturer 
under  §  203.20. 

(f)  A  dispenser  is  not  subject  to 
section  510  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  (21  U.S.C.  360)  and 
Part  207  of  this  chapter  which  require 
the  registration  of  producers  of  drugs 
and  the  listing  of  drugs  in  commercial 
distribution  because  of  an  act  performed 
by  the  dispenser  under  this  part. 

§  203.25  Exemptions  from  patient  labeling 
dispensing  requirements. 

(a)  A  drug  product  dispensed  to  either 
a  mentally  disabled  patient  (including  a 
patient  who  is  mentally  ill,  mentally 
retarded,  emotionally  disturbed,  or 
senile)  or  to  a  child  who  is  legally 
incompetent  to  consent  to  medical 
treatment  in  the  jurisdiction  where  the 
treatment  is  provided,  complies  with  the 
patient  labeling  requirements  of  this  part 
if  the  dispenser  of  the  drug  product 
provides  the  patient  labeling  to  the 
parent  or  legal  guardian  of  the  patient. 

(b)  A  drug  product  dispensed  to  a 
patient  whose  primary  language  is  not 
English  or  to  a  patient  who  is  blind 
complies  with  the  patient  labeling 
requirements  of  this  part,  if  the 
dispenser  provides  the  labeling  written 
in  the  patient’s  primary  language  or  in 
braille. 

(c)  A  drug  product  is  not  required  to 
be  dispensed  with  patient  labeling  if  the 
prescribing  practitioner  directs  in 
writing  in  the  prescription  that  the 
patient  labeling  not  be  provided  to  the 
patient  or,  in  the  case  of  an  oral 
prescription,  directs  that  the  patient 


labeling  not  be  provided  to  the  patient 
and  this  direction  is  reduced  promptly  to 
writing  by  the  dispenser  and  filed  with 
the  prescription.  Notwithstanding  such  a 
direction,  the  dispenser  of  a  prescription 
drug  product  shall  provide  patient 
labeling  to  any  patient  who  requests  it 
when  the  drug  product  is  dispensed. 

This  exemption  does  not  apply  if  the 
Food  and  Drug  Administration  requires 
that  the  labeling  for  a  particular  drug 
product  be  provided  to  all  patients 
under  all  circumstances. 

(d)  A  drug  product  is  not  required  to 
be  dispensed  with  patient  labeling  if  the 
product  is  dispensed  to  a  patient  in  the 
course  of  emergency  treatment.  The 
dispenser  may,  however,  make  the 
patient  labeling  available  to  the  patient 
before  or  after  the  drug  product  is 
dispensed. 

(e)  A  drug  product  is  not  required  to 
be  dispensed  with  patient  labeling  if  the 
drug  product  is  dispensed  to  an 
institutionalized  patient  who  is  told 
when  admitted,  or  as  soon  after 
admission  as  practicable,  that  patient 
labeling  is  available  for  the  drug  product 
and  that  the  patient  may  review  the 
labeling.  A  patient  undergoing  long-term 
care  should  be  informed  periodically 
about  the  availability  of  patient  labeling 
for  any  prescribed  drug  products.  The 
dispenser  shall  provide  any  patient  who 
requests  it  access  to  the  patient  labeling 
for  the  drug  product.  This  exemption 
does  not  apply,  however,  to  a  drug 
product  that  is  dispensed  to  a  patient 
during  labor  or  delivery. 

§  203.30  Effective  dates. 

(a)  Each  prescription  drug  product  is 
required  to  comply  with  the 
requirements  of  this  Part  203  within  120 
days  after  the  publication  of  a  notice  in 
the  Federal  Register  announcing  the 
effective  date  of  the  requirements  for  a 
drug,  drug  class,  or  drug  product,  unless 
a  different  time  period  is  stated  in  the 
notice.  When  the  regulations  are  applied 
to  a  drug  product,  the  agency  will  add 
the  name  of  the  product  to  this  part. 

(b) (1)  Unless  otherwise  provided  in 
the  Federal  Register  notice  published 
under  paragraph  (a)  of  this  section,  a 
prescription  drug  product  that  is  initially 
introduced  or  initially  delivered  for 
introduction  into  interstate  commerce 
after  the  effective  date  for  the  product  is 
misbranded  under  section  502  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act,  if 
it  does  not  bear  patient  labeling  required 
under  this  part. 

(2)  The  Federal  Register  notice  may 
provide,  in  situations  where  the  agency 
determines  it  necessary  to  protect  the 
public  health,  that  further  distribution  or 
dispensing  of  a  drug  product  that  does 
not  bear  patient  labeling  misbrands  the 


drug  product  notwithstanding  its  lawful 
initial  introduction  or  initial  delivery  for 
introduction  into  interstate  commerce 
under  this  part. 

(c)  Holders  of  approved  new  drug 
applications  for  drug  products  that  are 
subject  to  this  part  shall  submit 
supplements  under  §  314.8(d)  of  this 
chapter  to  provide  for  the  labeling 
required  by  this  part.  Establishments 
holding  licenses  for  the  manufacture  of 
biological  products  shall  submit 
amendments  to  the  Bureau  of  Biologies 
under  §  601.f2  of  this  chapter  to  provide 
for  the  labeling  required  by  this  part. 
Unless  otherwise  provided  in  the 
Federal  Register  notice  for  the  product 
published  under  paragraph  (a)  of  this 
section,  the  labeling  may  be  put  into  use 
without  advance  approval  by  the  Food 
and  Drug  Administration. 

(d)  This  part  does  not  apply  to  the 
following: 

(1)  Isoproterenol  inhalation  drug 
products  that  are  subject  to  §  201.305  of 
this  chapter. 

(2)  Oral  contraceptive  drug  products 
that  are  subject  to  §  310.501(a)  of  this 
chapter. 

(3)  Diethylstilbestrol  drug  products 
that  are  subject  to  §  310.501(b)  of  this 
chapter. 

(4)  Medroxyprogesterone  acetate 
injection  drug  products  that  are  subject 
to  §  310.501a  of  this  chapter. 

(5)  Intrauterine  devices  that  are 
subject  to  §  310.502  of  this  chapter. 

(6)  Estrogenic  drug  products  that  are 
subject  to  §  310.515  of  this  chapter. 

(7)  Progestational  drug  products  that 
are  subject  to  §  310.516  of  this  chapter. 

Interested  persons  may,  on  or  before 
October  4, 1979,  submit  to  the  Hearing 
Clerk  (HFA-305),  Food  and  Drug 
Administration.  Rm.  4-65,  5600  Fishers  ^ 
Lane.  Rockville,  MD  20857,  written 
comments  regarding  this  proposal.  Four 
copies  of  all  comments  shall  be 
submitted,  except  that  individuals  may 
submit  single  copies  of  comments.  The 
comments  are  to  be  identified  with  the 
Hearing  Clerk  docket  number  found  in 
brackets  in  the  heading  of  this 
document.  Received  comments  may  be 
seen  in  the  above  office  between  9  a.m. 
and  4  p.m.,  Monday  through  Friday. 

In  accordance  with  Executive  Order 
12044,  the  economic  effects  of  this 
proposal  have  been  carefully  analyzed. 
A  copy  of  the  draft  regulatory  analysis 
is  on  file  with  the  Hearing  Clerk,  Food 
and  Drug  Administration. 

Dated;  June  28, 1979. 

Donald  Kennedy, 

Commissioner  of  Food  and  Drugs. 
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